





THE NATIONAL CLEARINGHOUSE FOR MENTAL HEALTH INFORMATION 


VOL. 10 NO. 10 October 1971 


PSYCHOPHARMACOLOGY 
ABSTRACTS 


NATIONAL INSTITUTE OF MENTAL HEALTH 

















PSYCHOPHARMACOLOGY ABSTRACTS is a publication of the National Clearingh« 
for Mental Health Information of the National Institute of Mental Health. It 


specialized information medium designed to assist the Institute in meeting its obligat 


to foster and support laboratory and clinical research into the nature and cause 


mental disorders and methods of treatment and prevention. Specifically , this informati 
service is designed to meet the needs of investigators in the field of psychopharmacol 


for rapid and comprehensive information about new developments and research res 
For information or correspondence with the National Institute of Mental He 
concerning Psychopharmacology Abstracts, changes of address, or removal of names 
the mailing list see the inside back cover page. 


Use of funds for printing this publication approved by the Director 
of the Office of Management and Budget, September 1 , 1970 








ac 
cy 
res 
ch 
Cal 
act 
shi 
zy! 
act 
ylc 
ace 
cel 
ace 
is t 
the 
mo 





ABSTRACTS 


PRECLINICAL PSYCHOPHARMACOLOGY 


01 CHEMICAL SYNTHESIS, ISOLATION AND 
CHARACTERIZATION 


086405 Gill, E. W.; Paton, W. D. M.; Pertwee, R. 
G. Department of Pharmacology, University of Ox- 
ford, Oxfordshire, England Preliminary experi- 
ments on the chemistry and pharmacology of can- 
nabis. Nature (London). No.228:134-136, 1970. 

Experimentation with mice on the chemistry 
and pharmacology of cannabis reveals there are at 
least 6 pharmacologically effective components. 
The effects of these on mice include a lowering of 
body temperature, catalepsy, analgesia, and an 
extension of barbiturate sleeping time. Two of the 
components were discovered to be fat soluble, 
and since some college students are known to 
take cannabis daily, or even on a more frequent 
basis, the prolonged action and liability to accu- 
mulation of these fat soluble components is new 
knowledge deserving of attention. 19 references. 
(journal abstract modified) 


087303 Akhviediani, K. S.; Lomouri, I. D. Tbiliss- 
kiy gosudarstvennyy universitet, Tiflis, U.S.S.R. /A 
new way of acetylcholine biosynthesis in brain tis- 
sue./ Novyy put’ biosinteza atsetilkholina v moz- 
govoy tkani. 57(2):457-460, 1970. Bulletin of the 
Academy of the Georgian SSR (Tbilisi). 

The acetone powder of the rat brain produces 
acetylcholine from inactive acetate and 
cytidinediphosphorylcholine. The enzyme cor- 
responding to this reaction differs from 
cholineacetyl transferase in both intracellular lo- 
calization and the ability of extraction from 
acetone powder. Based on these findings, it 
should be identified as a newly discovered en- 
zyme, cytidinediphosphorylcholine 
acetylcholinetransferase. Cytidinediphosphor- 
ylcholine, which is not characterized by 
acetylcholine activity, is present in the cell in con- 
centrations sufficient to ensure a higher rate of 
acetylcholine biosynthesis. It is suggested that this 
is the leading way of acetylcholine biosynthesis in 


the brain tissue. 10 references. (author abstract 
modified) 


088358 Nodiff, Edward A.; Sharma, Hoshyari L.; 
Kohno, Tetsuya; Schnierle, Franz; Mori, Masami; 
Manian, Albert A. Germantown Laboratories, 
Franklin Institute, 4150 Henry Avenue, Philadel- 
phia, Pa. 19144 Synthesis of possible metabolites of 
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chlorpromazine: IV. 7-hydroxy-norl-and nor2- 
chlorpromazine sulfoxide (Unpublished paper). 
Philadelphia, Pa., 1970. 19 p. 

The compounds 7-hydroxy-nor-1 and nor-2- 
chlorpromazine and a number of related 
phenothiazines have been prepared as analytical 
standards for the identification of chlorpromazine 
metabolites in biological materials. Infrared data 
are discussed. An example is presented of thermal 
conversion of a primary amine oxalate to the cor- 


responding formamido derivative. 12 references. 
(Author abstract) 


089042 Kutter, E.; Herz, A.; Teschemacher, H. 
J.; Hess, R. Chemisch-pharmazeutische Fabrik D- 
7950 Biberach an der Riss, Postfach 720, Biberach, 
Germany /Correlations of structure-activity of mor- 
phine-like analgesics using regression analysis./ 
Struktur-Aktivitats-Korrelationen mit Hilfe der 
Regressionanalyse in der Reihe morphinartiger 
Analgetica. Archiv fur Pharmakologia (Berlin). 
266(4/5):386-387, 1970. 

The analgesic activity of 11 morphine - like 
analgesics was investigated from a physicochemi- 
cal point of view on the basis of a mathematical 
model. Antinociceptive action was estimated using 
the tooth pulp test in rabbits and the activity of 
the drugs measured after i.v. as well as intraven- 
tricular administration. The relative activity of 
these 2 modes of administration was studied using 
regression analyses. Rf values from thin layer 
chromatography of the test substances were used 
as the external model for estimation of penetra- 
tion activity. Correlation analysis demonstrated a 
relationship between intrinsic activities of effec- 
tive dosage and Rf values and that an external 
model such as chromatography can be used in the 


approximation of the penetration phenomenon in 
vivo. 2 references. 


93 MECHANISM OF ACTION: 
PHYSIOLOGICAL, BIOCHEMICAL AND 
PHARMACOLOGICAL 


082051 Johnson, David N.; Funderburk, William 
H.; Ward, John W. A. H. Robins Research Labora- 
tories, Richmond, Virginia Preclinical evaluation of 
AHR-1118. a potential antidepressant drug. Cur- 
rent Therapeutic Research. 12(6):402-413, 1970. 
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The characterization of the neuropharmacologic 
activity ofAHR-1118 is presented and compared 
to that of tricyclic antidepressant drugs. AHR- 
1118 was administered to 17 acutely prepared cats 
in multiple, increasing intravenous doses calcu- 
lated on a free basis, and to 2 chronically 
prepared cats, while recording spontaneous or 
evoked electrical activity from the cortex and 
from subcortical areas. The drug produced slow- 
ing of cortical waves without true spindling. It 
abolished cortical afterdischarge, suppressed cor- 
tical desynchronization upon stimulation of the 
reticular formation, and had a biphasic effect on 
thalamic recruitment. Rhythmical, high amplitude, 
amygdaloid activity was recorded just prior to 
convulsive type cortical discharge. In the hip- 
pocampus, AHR-1118 prolonged evoked respon- 
ses. In chronic studies, AHR-1118 did not abolish 
paradoxical sleep in cats. The drug raised the 
threshold for hissing in cats upon stimulation of 
the hypothalamus. Potentiation of the effects of 
yohimbine and 1-DOPA was observed in dogs and 
mice by AHR-1118. Electrically induced, but not 
pentylenetetrazol or strychnine induced convul- 
sions, were abolished by the drug. 15 references. 
(author abstract modified) 


082409 Delini-Stula, Alexandra; Morpurgo, 
Clara. J. R. Geigy S. A., Basle, Switzerland The 
influence of a fear-evoking situation on the rectal 
temperature of rats. International Journal of 
Psychobiology. 1(1):71-75, 1970. 

An abrupt rise of the rectal temperature was 
observed in rats at the end of each 15 minute ses- 
sion in an experimental chamber where they were 
given electric shocks. In the following sessions 
the rats developed a marked hyperthermic reac- 
tion even in the absence of the nociceptive stimu- 
lation. In the present experiments the develop- 
ment and the persistence of conditioned 
hyperthermic responses was studied in rats sub- 
jected to unavoidable shocks and in rats trained 
to avoid the shocks by jumping on to the remova- 
ble platform in the test apparatus. The condi- 
tioned hyperthermia is considered to be a mea- 
surable sign of fear. Its possible use as an experi- 
mental model of anxiety in the study of tranquiliz- 
ing agents was investigated. 6 references. (Author 
abstract) 


083168 Sze, P. Y.; Lovell, R. A. Department of 
Biobehavioral Sciences, University of Connecticut, 
Storrs, Connecticut 06268 Reduction of level of L- 
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glutamic acid decarboxylase by gamma-aminobu- 
tyric acid in mouse brain. Journal of Neurochemis- 
try (London). 17(12):1657-1664, 1970. 

The effects of accumulated endogenous gamma- 
aminobutryic acid (GABA) on the activity of L- 
glutamic acid decarboxylase (GAD) are studied in 
mouse brain, and the level of GAD was found to 
be reduced. When the content of GABA in the 
brain was increased after adminsitration in vivo of 
aninooxyacetic acid (AQAA), there was a reduc- 
tion of GAD activity which could not be reversed 
by the addition of pyridoxal-5’-phosphate (PLP). 
Since inhibition of GAD activity by AOAA could 
be readily reversed by PLP, the reduction of 
GAD activity measured in the presence of added 
PLP indicated a decrease in the level of GAD 
apoenzyme. Similarly, increase of GABA content 
by hydrazine was also accompanied by a reduc- 
tion in the level of GAD. Thiosemicarbazide and 
hydroxylamine did not affect the content of 
GABA appreciably, and in both cases levels of 
GAD remained unchanged when measured in the 
presence of added PLP. The correlation of the 
reduction in the levels of GAD with the increases 
in content of GABA suggest that GABA may 
regulate its own synthesizing enzyme by feedback 


repression. 23 references. (Author abstract 
modified) 
083169 Schayer, R. W.; Reilly, Margaret A. 


Research Center, Rockland State Hospital, Oran- 
geburg, New York In vivo formation and catabol- 
ism of (14C)histamine in mouse brain. Journal of 
Neurochemistry (London). 17(12):1649-1655, 1970. 
Observations are made on the in vivo formation 
and catabolism of histamine in mouse brain. The 
formation of histamine was studied by injecting 
mice with L-14C-histidine (ring 2-14C) _ in- 
travenously (i.v.)jor intracerebrally. It was found 
that 14C-histamine appeared rapidly and exhibited 
a rapid rate of turnover. Drugs known to block 
various pathways of histamine catabolism were 
tested for effects on brain -- 14C-histamine and 
14C-methyl-histamine in mice given: 1) 14C 
histamine i.v.;2) 14C-histamine intracerebrally, 
and 3) L-14C-histidine i.v. Blood borne histamine 
did not enter brain; brain histamine was formed 
locally by decarboxylation of histidine. 
Methylhistamine did cross the blood - brain barri- 
er. Methylation was the major route of histamine 
catabolism in mouse brain and some of the 
methylhistamine formed was destroyed by 
monoamine oxidase. No evidence for catabolism 
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by the action of diamine oxidase was found. 15 
references. (Author abstract modified) 


083170 Lim, R.; Brink, J. J.; Agranoff, B. W. 
Division of Neurosurgery and Department of 
Biochemistry, University of Chicago, Chicago, II- 
linois Further studies on the effects of blocking 
agents on protein synthesis in goldfish brain. Jour- 
nal of Neurochemistry (London). 17(12):1637-1647, 
1970. 

In further studies on the effects of blocking 
agents on protein synthesis in goldfish brain, addi- 
tional data have been obtained regarding the 
modes of action of puromycin and related drugs 
and their possible relationship to altered behavior 
in the goldfish. It was found that doses of in- 
tracranially injected puromycin or acetoxy- 
cycloheximide higher than those previously em- 
ployed did not hasten the onset of inhibition of in- 
corporation of intraperitoneally injected 3H-leu- 
cine into brain protein. The antibiotic resistance 
incorporation was not due to the presence of 
labelled blood protein in the brain. After the in- 
tracranial injection of labelled puromycin, the ap- 
pearance of radioactivity in the acid soluble frac- 
tion of brain was blocked by acetoxycyclohexi- 
mide. Repeated daily intracranial or  in- 
traperitoneal injections of puromycin were lethal, 
and acetoxycycloheximide was not protective, in- 
dicating that peptidyl puromycin was present in 
the brain but did not account for the lethality of 
puromycin. Behavioral experiments argued against 
but did not totally exclude the possibility that 
peptidy! puromycin as responsible for the am- 
nestic effect of puromycin. Puromycin 
aminonucleoside, O-methyl tyrosine and 5- 
guanylyl methylenediphosophonate had little or no 
effect on protein synthesis in brain, but gou- 
gerotin was slightly inhibitory. 31 references. 
(Author abstract modified) 


085144 Reid, Larry; Brophy, Patrick D.; Todd, 
Janet J. Bradley University, Peoria, Illinois Project 
Summary: Electrical and chemical stimulation of 
the hypothalamus. Final Report, NIMH Grant 
MH-16768, 1970. 12 p. 

A final report is given on research which tested 
the feasibility of applying chemicals directly to an 
area of the hypothalamus that also can be stimu- 
lated electrically by way of a chronically ind- 
welling electrode. The areas of the hypothalamus 
of interest were those that rats would self-stimu- 
late electrically; the stimulation would be worked 
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for by rats free to do so. A technique for applying 
chemicals at the site of electrical self-stimulation 
would allow screening of neurochemicals and 
drugs for their potential effects directly upon the 
substrates of reward. 8 references. 


085337 Longo, V. G.; Florio, V. Istituto Superiore 
di Sanita, Viale Regina Elena 299, I-00161, Roma, 
Italy Effects of neuroleptics on the cerebral electri- 
cal activity of laboratory animals: presentation of a 
model design for neuropharmacological experi- 
ments. Acta Psychiatric Belgica (Bruxelles). 
70(6):676-687, 1970. 

The effects of neuroleptics on the cerebral elec- 
trical activity of laboratory animals are reviewed 
and the past and present situation of the research 
in this area is critically discussed. The 
phenothiazines synchronize the electroencephalo- 
graphic (EEG) tracing, and this effect can be 
demonstrated in most laboratory animals. These 
EEG modifications are accompanied by sedation, 
motor impairment and, at higher doses, by 
catalepsy. The EEG activation to electrical stimu- 
lation of the reticular formation is depressed. 
While not as numerous the studies on various bu- 
tyrophenones indicate that these drugs present 
EEG wise many common features with the 
phenothiazines. It is difficult to arrive at a clear 
profile of the EEG action of reserpine, and the 
only unambious fact stemming from the available 
data is that this drug, EEG wise, is not related to 
the preceeding agents. In addition to the descrip- 
tion of the drug induced EEG changes, some new 
methods of study pertinent to this field are 
presented, together with some hypotheses on the 
mechanism of action of neuroleptics. 18 
references. (Author abstract modified) 


086348 Radouco-Thomas, Simone. Departement 
de Pharmacologie, Faculte de Medecine, Universite 
Laval, Quebec, Canada /Contribution to the study 
of the extrapyramidal syndrome with animal ex- 
perimentation. The role of calcium and o- 
methylene derivatives./ Contribution a l’etude du 
syndrome extrapyramidal en experimentation 
animale. Role du calcium et des derives o-methyles. 
Laval Medical (Quebec). 41(7):886-893, 1970. 

A research study is discussed concerning the 
preponderant biochemical, neurological, and 
therapeutic laboratory and clinical evidence of the 
importance of dopamine in extrapyramidal disor- 
ders caused by pathological and pharmacological 
conditions. Clinical observations suggest relation- 
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ships between certain extrapyramidal disorders 
and calcium metabolism. Parenteral administration 
of calcium to rats and guinea pigs allowed the 
metabolism of cerebral dopamine, as well as the 
effects of certain psychotropic agents, to be 
modified. Several preliminary results based upon 
2 experimental models which permitted the phar- 
macological syndrome of akineto-hypertonic and 
hyperkinetic type manifestations to be analyzed 
are also presented. 39 references. 


086349 Poirier, L. J.; Bedard, P.; Larochelle, L. 
Laboratoire de Neuropsychiatrie Experimentale, 
Faculte de Medecine, Universite Laval, Quebec, 
Canada /Motor and psychomotor activity and 
striatal monoamines./ ctivite motrice et 
psychomotrice et monoamines striatales. Laval 
Medical (Quebec). 41(7):894-896, 1970. 

Catecholamine inhibitors, namely,  alpha- 
methyl-dopa and alpha-methyl-para-tyrosine were 
administered to monkeys in an effort to obtain 
more precise results concerning the role of 
monoaminergic mechanisms in controlling motor 
and psychomotor activity. The results of the 
research indicate that the parkinson-like trembling 
produced in the monkeys seems to be attributable 
to catecholaminergic perturbation which is quan- 
titatively and perhaps qualitatively different from 
those indications present in a cataleptic state. The 
possibility that the postural trembling could be as- 
sociated to a metabolic disturbance of serotonin 
of the cerebral trunk is speculated on the basis 
that this monoamine is disseminated to several 
nervous pathways of the encephalon. Several 
other findings of the research are discussed. 26 
references. 


088374 Mueller, Robert A.; Thoenen, Hans. Dept. 
of Anesthesia, North Western University Medical 


School, Chicago, [Illinois 60611 Cardiac 
catecholamine synthesis, turnover, and metabolism 
with isoproteronol-induced myocytolysis 


(Unpublished paper). Bethesda, Maryland, NIMH, 
1970. 16 p. 

Rats given large doses of isoproterenol suffi- 
cient to produce focal myocytolysis and cardiac 
enlargement without gross infraction have an in- 
creased turnover of cardiac noradrenaline. The 
noradrenaline is released in a physiologically ac- 
tive form and is metabolized mainly by O- 
methylation. The cardiac catecholamine content 
may be maintained at a constant but lower than 
normal level by an increased synthesis of adrenal 
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catecholamines and increased extraction of these 
released amines by the cardiac adrenergic nerve 
terminals. Since there is an accelerated release of 
physiologically active catecholamines from the 
sympathetic nerve fibers of the heart when 
muscle fibers are damaged by large doses of 
isoproterenol, it is possible that similar alterations 
occur in nerve terminals within areas of myecar- 
dium damaged as a result of coronary occlusion. 
21 references. (Author abstract) 


088376 Molinoff, Perry B.; Brimijoin, Stephen; 
Weinshilboum, Richard; Axelrod, Julius. Labora- 
tory of Clinical Science, Nationa! Institute of Men- 
tal Health, Bethesda, Maryland 20014 Neurally 
mediated increase in dopamine-beta-hydroxylase 
activity (Unpublished paper). Bethesda, Maryland, 
NIMH, 1970. 10 p. 

The development of a sensitive and specific en- 
zymatic assay for dopamine-beta-hydroxylase 
(DBH) has enabled us to measure the activity of 
this enzyme in several tissues where it has not 
previously been measured. The administration of 
reserpine leads to an increase in DBH activity in 
the rat adrenal, heart, salivary gland, and in sym- 
pathetic ganglia. The increase in the heart is 
preceded by a small but significant fall. The in- 
crease in tyrosine hydroxylase which follows the 
administration of reserpine and the activity of 
phenylethanolamine-N-methyltransferase also in- 
creases following administration of this drug have 
been confirmed. The activities of 2 enzymes not 
involved in the synthesis of catecholamines, 
monoamine oxidase and lactic dehydrogenase, are 
not affected by reserpine treatment. The rise in 
DBH activity in the sympathetic ganglia is 
blocked by surgical decentralization. 25 
references. (Author abstract) 


088392 Costa, E.; Naimzada, M. K.; Revuelta, A. 
Laboratory of Preclinical Pharmacology, National 
Institute of Mental Health, Saint Elizabeths 
Hospital, Washington, D. C. 20032 Pharmacologi- 
cal implications of the effects of amphetamine and 
its analogues on the turnover rate of tissue 
catecholamines (Unpublished paper). Washington, 
D.C., NIMH, 1970. 9 p. 

The minimal (+) amphetamine dose to elicit an 
increase of motor activity in rats also accelerates 
the turnover rate of striatum dopamine (DM) but 
not that of tel-diencephalic norepinephrine (NE). 
These biochemical and pharmacological effects 
exhibit a powerful stereoisomeric specificity. Rats 
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injected with minimal doses of phenmetrazine, 
aminorex and chlorphentermine to elicit an in- 
crease of motor activity exhibit an increase of tur- 
nover rate of tel-diencephalic NE. The turnover 
of striatum DM fails to increase after phen- 
metrazine but not after the other 2 amphetamine 
like compounds. Chlorphentermine depletes brain 
5-HT in tel-diencephalon but fails to deplete the 
concentration of 5-HT in brainstem. Fenfluramine 
which resembles chlorphentermine in regard to 
the effects on brain 5-HT stores fails to increase 
motor activity and actually decreases it. The 
anorexogenic action of all the drugs studied can- 
not be related to their indirect action on 
catecholaminergic nerve terminals. Stereotype 
behavior of rats cannot be observed after large 
doses of chlorphentermine, aminorex and phen- 
metrazine but is present after (+) and (-) 
amphetamine. 20 references. (Author abstract) 


088463 Bergmann, Felix; Zerachia, Abraham; 
Gutman, Yehuda. Department of Pharmacology, 
Hebrew University, Hadassah Medical School, P. 
O. B. 1172, Jerusalem, Israel Aphagia, produced 
by deposition of drugs into the hypothalamus of 
rats. Physiology and Behavior. 5(4):417-420, 1970. 

Drugs such as ouabain, digitoxin, ethacrynic 
acid, chlormerodrin and mercuric acetate when 
implanted into the hypothalamus, abolish the 
water intake of rats and suppress eating. Regular 
supply of saline by intraperitoneal injection does 
not influence the aphagia. Therefore the latter 
represents an independent, nonspecific action of 
substances which inhibit active sodium transport. 
It is also noted that the pathway of hypovolemic 
thirst stimuli passes through the hypothalamus. 14 
references. (author abstract modified) 


088587 Ziem, M.; Coper, H.; Broermann, L.; 
Strauss, S. Institut fur Neuro-Psycho-Phar- 
makologie, Berlin /A comparison of some effects of 
amphetamine in rats of different ages./ Ver- 
gleichende Untersuchungen uber einige Wirkungen 
des Amphetamins bei Ratten verschiedenen Alters. 
Naunyn-Schmiedebergs Archiv fur Pharmakologie 
(Berlin). 267(3):208-223, 1970. 

The effect of a single or chronic administration 
of amphetamine on body temperature, ex- 
trapyramidal motor activity and body weight has 
been studied in young and old adult rats. The cen- 
tral nervous effects have been related to the con- 
tent of amphetamine in brain and liver tissue tak- 
ing account of time, dosage and the method of ad- 
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ministration. The concentration of corticosterone 
in plasma under the influence of amphetamine has 
also been determined. The absorption of 
amphetamine from subcutaneous tissue _ is 
delayed, and its elimination is retarded in old 
animals when compared with young rats. Old rats 
react more sensitively after the injection of 
amphetamine than young ones, for, although there 
is a lower content of amphetamine to be found in 
the central nervous system, the stereotypy lasts 
longer and the rise in temperature is comparative- 
ly greater. On the other hand the increase in the 
corticosterone concentration in the serum of old 
rats is not as greatas that seen in the serum of 
young rats. In chronic experiments the determina- 
tion of amphetamine in liver and brain tissue gave 
no indication whether an accumulation or an ac- 
celerated metabolism by enzyme induction was 
occurring. Furthermore no decrease in the 
response to amphetamine, e.g. a _ kind of 
tachyphylaxy or tolerance development, could be 
noticed during the experiments. For the total du- 
ration of the studies the differences in the effects 
of amphetamine on temperature and stereotypy in 
young and old rats were as great as the dif- 
ferences registered in the acute experiments. Ex- 
amination of body weight showed a difference 
which was dependent on age. While young rats in- 
crease in weight similar to untreated controls, old 
rats lose weight under the same conditions. 32 
references. (author abstract) 


088599 Banks, W. L., Jr.; Kline, E. S.; Higgins, 
E. S. Department of Biochemistry, Medical College 
of Virginia, Richmond, Virginia 23219 Hepatic 
composition and metabolism after ethanol con- 
sumption in rats fed liquid purified diets. Journal 
of Nutrition. 100(5):581-593, 1970. 

In order to study hepatic compositional and 
functional changes after moderately prolonged 
ethanol ingestion, isonitrogenous, nutritionally 
adequate, purified liquid diets (high in lipotropic 
factors) were pair-fed to 2 groups of rats for a 
period of 28 days. The experimental diet con- 
tained ethanol (40% of calories) and the control 
diet was made isocaloric to it by addition of extra 
sucrose. Even though each group of animals con- 
sumed the same amount of calories, amino acid 
nitrogen and other nutrients, the ethanol animals 
were substantially smaller than the controls at the 
end of the experiment. Liver DNA concentration 
was increased but total liver DNA content was 
unaltered by alcohol. In comparison with the con- 








trols no clearly definable fatty liver was found in 
the alcohol group. Alcohol produced a reduction 
in protein synthesis and depressed mitochondrial 
acceptor control of respiration in the liver. In ad- 
dition, kidney protein synthesis appeared to be 
reduced but skeletal muscle protein synthesis was 
not lowered at day 28 by alcohol ingestion. 48 
references. (author abstract) 


088600 Derr, R. F.; Aaker, H.; Alexander, C. S.; 
Nagasawa, H. T. Medical Research Laboratories, 
Minneapolis Veterans Hospital, Minneapolis, Min- 
nesota 55417 Synergism between cobalt and ethanol 
on rat growth rate. Journal of Nutrition. 
100(5):521-524, 1970. 

The combination of cobalt and ethanol in their 
drinking fluid reduces the growth rate of rats sig- 
nificantly more than would be expected if the ef- 
fects were merely additive. Furthermore, the 
hearts of these rats were significantly smaller and 
contained more zinc. Both cobalt and ethanol 
when administered separately or together in- 
creased the ratio of heart weight (wet) to body 
weight. The ratio of (dry) heart weight to body 
weight increased in the combination group relative 
to the groups that received water or alcohol. 9 
references. (author abstract) 


088612 Hoshi, Akiteru. Department of Neu- 
ropsychiatry, Keio University School of Medicine 
High voltage slow wave induced by short-chain 
fatty acids with special reference to sleep rhythm. 
Psychiatria et Neurologia Japonica (Tokyo). 
72(7):732-748, 1970. 

The present study investigated whether or not 
short-chain fatty acids (SFA) such as sodium n- 
butyrate, iso-butyrate, n-valerate, iso-valerate and 
n-caproate, could induce a specific kind of slow 
waves EEG which were qualitatively different 
from slow waves on neocortical EEG which were 
qualitatively different from slow waves during 
natural sleep, and also whether or not there was 
any relationship between the sleep inducing func- 
tion and the slow wave inducing function by the 
above mentioned 5 drugs. After the control ex- 
periment with intravenous injection of physiologi- 
cal slaine solution, the drugs were intravenously 
injected in the order of 0.5, 1.0, 1.Sand 2.0mM/kg. 
The polygraphic recording and the behavioral ob- 
servation were conducted for at least 150 minutes 
after completion of each injection for a total of 46 
experiments with 23 adult cats with chronically 
implanted electrodes. As in a previous study with 
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gamma-hydroxybutyrate (GHB) and beta-pheny!l- 
GABA (P-GABA), these 5 drugs elicited the same 
kind of slow waves (SFA waves) on neocortical 
EEGs about 30 minutes after injection. The am- 
plitudes and frequencies of the appearance of 
these SFA waves were dependent upon the 
amount and the length of the straight carbon 
chain of the drugs. The intravenous administration 
of these drugs in an adequate dose caused an in- 
crease of both slow wave sleep (SWS) and 
paradoxical sleep (PS) during the period of SFA 
waves, as compared with the results in the control 
experiments. The short-chain fatty acids ap- 
parently act to increase SWS and thus eventually 
cause an increase in PS. It was concluded that the 
short-chain fatty acids could elicit a sleep state, 
which is a specific state of consciousness charac- 
terized by the appearance of SFA waves. 50 
references. (author abstract modified) 


088614 Ho, A. K. S.; Gershon, S.; Pinckney, L. 
Drug Dependence Research Center, Mendocino 
State Hospital, Talmage, Box X, California 95481 
The effects of acute and prolonged lithium treat- 
ment on the distribution of electrolytes, potassium 
and sodium. Archives Internationales de Phar- 
macodynamie et de Therapie (Gand). 186(1):54-65, 
1970. 

The distribution of lithium after acute and 
chronic administration was studied in the plasma, 
different parts of the brain and the peripheral or- 
gans of the rat. In acute studies the plasma lithi- 
um concentration increased with the dose ad- 
ministered and the concentration was highest one 
hour after treatment. In the tissues, lithium was at 
its highest concentration 4 hours after treatment. 
There was no marked change in potassium and 
sodium concentrations. In the chronic studies, 
lithium showed a progressive increase in the 
plasma, greater than in the tissues. It was highest 
in the kidney and lowest in the brain. No signifi- 
cant difference in lithium distribution was found 
in the various parts of the brain. The plasma 
potassium increased with high doses of lithium; 
the sodium level fluctuated during the period of 
treatment. In general, tissue potassium decreased 
progressively, whereas tissue sodium varied in 
different tissues. The most significant change was 
found in the hypothalamus; the other parts of the 
brain and the peripheral organs showed less 
marked change. 25 references. (author abstract) 
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088997 Viala, A. Author address not given 
/Fiuphenazine enanthate (‘Moditen-retard‘-N.D.): 
chemistry and pharmacology./ Ocenanthate de 
fluphenazine (‘Moditen-retard‘ N.D.): chimie et 
pharmacologie. Encephale (Paris). 70 Suppl.:3-9, 
1970. 


Moditen-retard is a long acting, fluphenazine 
enanthate phenothiazine compound. It is used as 
an injectable oil solutioncontaining 25mg of 
fluphenazine enanthate. It is administered by deep 
im. injection and hydrolyzes slowly with the 
release of fluphenazine. Two processes of hydrol- 
ysis may be involved in its action. The principal 
metabolic pathways and its distribution in the 
various organs are described. A much lower 
dosage of Moditenretard is comparable in effect 
to the larger, oral doses of Moditen (fluphenazine 
dichlorhydrate), and the proportion lost in nonab- 
sorption of the long acting preparation is less than 
that of the short acting. The antipsychothic action 
continues for about 15 days following the ad- 
ministration of Moditen-retard. The local 
tolerance was good; no lesions were observed in 
experimental animals and toxicity was insignifi- 
cant. 14 references. 


089036 Kozak, I.; Sourek, K.; Zverina, E.; Trav- 
nicek, V. Neurochirurgicka Klinika Praha - 
Stresovice, 1200 /Diazepam (Valium) level in the 
brain during hypothermia./ Sledovani hladiny 
diazepamu (Valia) v mozku pri hypotermii. 
Ceskoslovenska Neurologie. 33(4):184-187, 1970. 
Clinical experience shows an_ increased 
therapeutic effect of some antiepileptic drugs if 
given during deep hypothermia of the brain. In 
this paper the concentration of diazepam labeled 
by H3 was studied in the brain and in the blood 
of rats and the distribution ratio between brain 
and blood. In one group of rats the brain was 
cooled to a temperature of 21.1degrees centigrade; 
15 minutes after the application of diazepam they 
were killed and samples of brain tissue and blood 
taken for examination. The second group was ex- 
amined in the same way but at normal tempera- 
ture. It could be established that the ratio of dis- 
tribution of diazepam between the brain and the 
blood was higher in the brain in the group with 
hypothermia. These results are evidence for a 
higher diazepam content and penetration in the 
brain of animals under hypothermia. This may ex- 


plain some of our clinical experience. 6 
references. (author abstract) 
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089041 Ziem, M. Institut fur Neuropsychophar- 
makologie, Freie Universitat Berlin, 30 Ulmenallee, 
d-1000 Berlin, Germany /Relationship between cen- 
tral effects and the concentration of amphetamine 
in liver and brain of young and old rats./ Beziehun- 
gen zwischen zentralnervosen Wirkungen und dem 
Gehalt von Amphetamin in Leber und Gehirn bei 
jungen und alten Ratten. Archiv fur Phar- 
makologia (Berlin). 266(4/5):480, 1970. 

The effects of d-amphetamine on body tem- 
perature, extrapyramidal motor system and body 
weight were studied in young adults and old rats 
after single and chronic administration of drug. 
Older rats showed a diminished rate of absorption 
and elimination in comparison to young animals 
especially with s.c. injections, resulting in a dif- 
ference in time for attaining maximum tissue drug 
concentrations without an absolute difference in 
tissue content of drug. Motor effects occur sooner 
and last longer in old animals at a given brain 
drug concentration and hyperpyrexia is more 
pronounced than in the young. Chronic adminis- 
tration of drug does not result in an accumulation 
in brain and liver, nor is degradation through in- 
duction accelerated. The drug does not cause 
weight loss in the young but old rats lose weight 
under chronic treatment. This effect is attributed 


to central hypothalamic autonomic regulation 
limit. 


089043 Kriegistein, J.; Jahnchen, E. Phar- 
makologisches Institut der Universitat, 1 Langen- 
beckstrasse, D-6500 Mainz, Germany /On the up- 
take of phenothiazine derivatives by the isolated 
perfused rat brain./ Uber die Aufnahme von 
Phenothiazinderivaten in das isoliert perfundierte 
Rattenhirn. Archiv fur Pharmakologie (Berlin). 
266(4/5):380-381, 1970. 

Uptake of promazine, chlorpromazine, 
desmethylpromazine and desmethylchlor- 
promazine was studied in the perfused, isolated 
rat brain. Perfusion medium contained .0001M test 
drug, 6gm% bovine serum albumin and bovine 
erythrocytes (hematocrit 29%). Binding of test 
drug to albumin and erythrocytes was then deter- 
mined. Free promazine was found in double the 
amount as was chlorpromazine. The desmethyl 
metabolites were taken up in small amounts as 
excretory substances due to their low lipophilic 
properties. In contrast, chlorpromazine although 
lipophilic, was more firmly bound than promazine 
in the perfusate; hence, less was taken up by the 
brain tissue. It is concluded that binding plays a 
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greater role in uptake than dolipophilic properties. 
1 reference. 


089046 Tauberger, G.; Kuhn, P.; Brus, M. Phar- 
makologisches Institut der Universitat, 2b Reu- 
terstrasse, D-5300 Bonn, Germany /The central 
sympathetic depressive effect of reserpine, alpha- 
methyldopa and clonidine./ Untersuchungen der 
zentralen sympathicusdampfenden Wirkungen von 
Reserpin, alpha-Methyldopa und Clonidin. Archiv 
fur Pharmakologie (Berlin). 266(4/5):464-465, 1970. 

Studies were conducted in anesthetized cats 
with artificial respiration and preganglionic ef- 
ferent action potentials from cervical sympathetic 
and phrenic nerves recorded by oscillograph. 
Reserpine (1 to 3mg/kg) and alpha-methyldopa 
(200 to 400mg/kg) showed no influence upon sum- 
mation activity in sympathetic discharge 1.S5to 2 
hours after i.v. injection. Only clonidine (50 to 
150microgm/kg i.v.)led to an immediate inhibition 
of spontaneous sympathetic discharge in the same 
way as sympathetic activation after nikethamide 
(80mg/kg) and in the presence of asphyxiation. 
Pretreatment with divided doses over 3 to 4 days 
of reserpine and alpha-methyldopa resulted in 
damping of spontaneous sympathic discharge and 
that of central excitation. 1 reference. 


089047 Teschemacher, Hj. Max-Planck-Institut 
fur Psychiatrie, 2 Kraepelinstrasse, D-8000 Munich 
23, Germany /Permeation characteristics of mor- 
phine-like substances after injection into brain tis- 
sue and into the ventricular system./ Permeation- 
sverhalten morphinartiger Substanzen nach in- 
traventrikularer und intracerebraler Injektion. 
Archiv fur Pharmakologie (Berlin). 266(4/5):466- 
467, 1970. 

Intraventricular injection of 14C-morphine, 3H- 
dihydromorphine, 3H-Fentanyl and 3H-Etorphin 
in rabbits showed that these compounds varied in 
the length of time they remained in the ventricular 
system. The hydrophilic bonds of morphine and 
dihydromorphine tend to retard decline of concen- 
tration in this area, whereas the opposite occurs 
in the case of the lipophilic compounds, Fentanyl 
and Etorphin. Lipophilic compounds appear in the 
blood much more quickly than do the hydrophilic. 
After intraventricular injections of these drugs 
there was no great difference in uptake by brain 5 
minutes later. The appearance of drug in the 
blood was slower after intracerebral injection than 
after intraventricular administration. 
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04 MECHANISM OF ACTION: BEHAVIORAL 


082055 Lehmann, H. E.; Black, P.; Ban, T. A. 
6875 LaSalle Boulevard, Verdun, Quebec, Canada 
The effect of psychostimulants on psychometric test 
performance with special reference to conflict 
avoidance behavior. Current Therapeutic Research. 
12(6):390-393, 1970. 

Twenty normal volunteer subjects were given 
single doses of caffein citrate (400mg), 
methamphetamine (15mg), pentetrazol (400mg) 
and a placebo at weekly intervals in a controlled 
double-blind study to test the comparative activity 
of these psychostimulant drugs on psychometric 
test performance. All subjects were required to do 
finger paintings, word fluency, number cancella- 
tion, word association, and active and passive 
avoidance tests prior to and 1 hour post-drug ad- 
ministration. Drug effects were expressed in 
terms of measurable changes in performance from 
first to second testing. Finger painting was evalu- 
ated in terms of energy output, affective range, 
clarity and contact with reality. Word fluency and 
conflict tolerance were’ increased _ after 
methamphetamine was administered. Caffein 
citrate significantly increased energy output 
(finger painting) and the number of tappings on 
the passive avoidance test. The placebo caused a 
reduction of Number Cancellation Time. Pen- 
tetrazol induced no _ significant changes. 2 
references. 


082398 Goldberg, M. E. Department of Phar- 
macology, Warner-Lambert Research Institute, 
Morris Plains, New Jersey 07950 Pharmacologic 
activity of a new class of agents which selectively 
inhibit aggressive behavior in rats. Archives Inter- 
nationales de Pharmacedynamie et de Therapie 
(Belgium). 186(2):287-297, 1970. 

Two dimethoxytriazoloisoquinoline derivatives, 
NC-3266 and NC-3539, were studied for their cen- 
tral depressant activities. They were compared 
with tetrabenazine and benzquinamide, struc- 
turally related dimethoxybenzoquinolizines, and 
with chlorpromazine, chlordiazepoxide and 
imipramine, representative psychotherapeutic 
agents in a number of pharmacologic procedures. 
In disrupting avoidance behavior and producing 
neurotoxicity, they were considerably less active 
than tetrabenazine and chlorpromazine. However, 
NC-3266 and NC-3539 specifically inhibited the 
aggressive response in both mouse _ killing 





es, 
en- 
red 


and 
and 
utic 
res. 
cing 
tive 
ver, 


lling 





VOLUME 10, NO. 10 


(muricidal) and septal lesioned rats at doses below 
those which produced evidence of neurotoxicity. 
Furthermore, these inhibitory effects on aggres- 
sive behavior were not correlated with their abili- 
ty to disrupt avoidance behavior in rats. 25 
references. (Author abstract) 


082511 Thor, Donald H. E. R. Johnstone Training 
and Research Center, Bordentown, New Jersey 
08505 Project Summary: Chemical induction of 
traumatic fighting in rats. Final Report, NIMH 
Grant MH-17402, 1970. 8 p. 

Studies of morphine and amphetamine induced 
fighting in male hooded rats are discussed. Six 
groups of normally docile laboratory rats received 
morphine injections (to 600mg/kg/day), placebo 
injections, or no injections under social or iso- 
lated conditions for 6 days. Postwithdrawal in- 
tragroup fighting was then monitored for 168 hrs. 
by automated recording of loud vocalizations. 
Morphine treated groups spontaneously began 
sustained (30 hr) fighting 3 days after terminal in- 
jections, with greatest fighting observed in the 
group receiving the drug under social conditions. 
Other studies show that traumatic and lethal 
fighting can be induced by a single moderate dose 
of amphetamine given during withdrawal from 
morphine. Socialization with other rats during the 
interval between terminal morphine and 
amphetamine modifies the course of subsequent 
aggressive behavior. Fighting is prolonged for rats 
maintained in isolation during the interdrug inter- 
val. Amphetamine alone in 2 or 4mg/kg dosages 
does not induce fighting. It was tentatively con- 
cluded that drug induced aggressive fighting in 
rats may be subject to modification according to 
variables associated with previous experience. 22 
references. (Author abstract modified) 


082545 Appel, James B.; Sheard, M. H.: Freed- 
man, Daniel X. Department of Psychiatry, Univer- 
sity of Chicago, 950 East 59th Street, Chicago, Il- 
linois 60637 Alterations in the behavioral effects of 
LSD by midbrain raphe lesions (Unpublished 
paper). Chicago, Univ. of Chicago, 1970. 8 p. 

Electrolytic lesions were made in the midbrain 
raphe nuclei of rats which had been trained to 
press a bar on a fixed ratio schedule of food rein- 
forcement. The lesions, which caused a significant 
depletion of serotonin and its chief metabolite 5- 
hydroxyindoleacetic acid in the forebrain, mar- 
kedly enhanced the disruptive effects of a 
subthreshold does of LSD on this behavior. 13 
references. (Author abstract) 
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083413 Richardson, J. Steven. Department of 
Psychology, University of Vermont, Burlington, 
Vermont 05401 The self-injection of amobarbital by 
rats during non-reward. International Journal of 
the Addictions. 5(4):739-747, 1970. 

An investigation was made to extend the data 
regarding the commonality of electric shock and 
nonreward (time out from a positive reinforce- 
ment situation) as aversive events by examining 
whether or not rats will inject themselves with 
amobarbital during a situation containing time out 
just as they do during a situation containing 
shock. One group of rats with implanted right 
heart cannulas was allowed to self-inject amobar- 
bital by bar pressing during periods of nonre- 
wards. Another group was allowed to inject saline 
during periods of nonreward. Rats who could self- 
inject amobarbital pressed the bar significantly 
more than yoked amobarbital controls and saline 
controls. This experiment further supports the 
commonality of aversive properties of electric 
shock and nonreward by showing that a self-injec- 
tion of amobarbital in a situation containing una- 
voidable nonreward has behavioral effects similar 
to those which have been previously reported in a 
situation containing unavoidable electric shock. 
Human barbiturate habituation and some other 
drug abuses could be conceived of as learned 
drug taking behavior that is reinforced by the 
drug reducing or removing the aversive aspects of 
a person’s life style. 12 references. (Journal ab- 
stract modified) 


084758 Kerkut, G. A.; Oliver, Geoffrey; Rick, J. 
T.; Walker, R. J. Department of Physiology and 
Biochemistry, University of Southhampton, En- 
gland Biochemical changes during learning in an 
insect ganglion. Nature (London). 227(5259):722- 
723, 1970. 

Cockroaches were used to study some of the 
chemical changes in the metathoracic ganglion 
during the learning process. A_ cockroach 
(periplaneta americana) was mounted in such a 
way that it received an electric shock at the rate 
of one per second when it placed its metathoracic 
leg in a solution. A control animal got a shock 
each time the experimental animal was shocked, 
regardless of the position of its own metathoracic 
leg. Injection of certain drugs slows the learning 
process, and others reduce the time required for 
the animal to learn a conditioned reflex. The dif- 
ferences in reaction between experimental and 
control ganglia mean that although both animals 
receive the same number of shocks, there are 
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some neurones in the experimental animals that 
receive a patterned sensory input simultaneously 
with the shocks. The results also were studied for 
their influences on_ short-term memory. 7 
references. 


085204 Prescott, R. G. W. Sub-Department of 
Animal Behaviour, University of Cambridge, Cam- 
bridge, England Some behavioural effects of varia- 
bles which influence the ’general level of activity’ 
of rats. Animal Behaviour (London). 18(4):791-796, 
1970. 

Experiments were performed to evaluate the 
use of brief periods of direct observation for de- 
tecting changes in behavior produced by factors 
known to affect the general level of activity of 
rats in automatic recording devices, to clarify the 
nature of these changes, and to investigate their 
specificity in relation to 4 independent variables: 
the circadian cycle, food deprivation, water 
deprivation, and amphetamine injection. High ac- 
tivity levels were characterized by increases in 
sniffing, rearing, and walking, and decreases in 
grooming and sitting. All 4 indpendent variables 
produced similar changes in the patterning of 
behavior. Measured in this way, the behavioral ef- 
fects of 24 hr foodor water deprivation were 
abolished by 20 min access to food or water. The 
data suggest that increased activity consists of in- 
creases in behavior related to the sampling of en- 
vironmental stimuli, and decreases in behavior 
which is not. The sensitivity of the method and its 
potential value in certain areas of behavioral and 
neurophysiological research are discussed. 16 
references. (Author abstract modified) 


088471 Stern, Warren C.; Heise, George A. Sleep 
and Dream Laboratory, Boston State Hospital, 
Boston, Massachusetts 02124 Failure of TCAP to 
facilitate acquisition of double alternation in rats. 
Physiology and Behavior. 5(4):449-452, 1970. 

Acute injections of tricyanoaminopropene given 
to adult rats prior to and during training did not 
affect the rate of acquisition of a go, no-go dou- 
ble alternation sequence. In a second experiment, 
tricyanoaminopropene was chronically ad- 
ministered to rats commencing prior to parturi- 
tion. When tested as adults, these rats performed 
significantly more poorly than a rearing control 
group on some double alternation acquisition ses- 
sions. A_ third experiment showed _ that 
tricyanoaminopropene administration to adult rats 
did not increase response rates on a continuous 
avoidance task. 18 references. (author abstract) 
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088617 Malick, J. B. Department of Pharmacolo- 
gy, Schering Corporation, Bloomfield, New Jersey 
07003 Effects of selected drugs on stimulus-bound 
emotional behavior elicited by hypothalamic stimu- 
lation in the cat. Archives Internationales de Phar- 
macodynamie et de Therapie (Gand). 186(1):137- 
141, 1970. 

Stimulus-bound emotional behavior was elicited 
by electrically stimulating the hypothalamus of 
cats via indwelling electrodes. The ‘hiss threshold‘ 
was used as the behavioral end-point and the ef- 
fects of selected psychoactive drugs upon this 
response were studied. Several classes of drugs 
significantly altered this threshold. All of the 
benzodiazepines tested and phenobarbital signifi- 
cantly elevated the ‘hiss threshold‘. This measure 
of affective behavior appears to be a sensitive 
index of neuropharmacological activity in the cat. 
16 references. (author abstract) 


05 TOXICOLOGY AND SIDE EFFECTS 


082959 Whitney, Glayde; Taylor, Henry L. In- 
stitute for Behavioral Genetics, University of 
Colorado, Boulder, Colorado 80302 Behavioral 
changes following repeated low doses of 
monomethylhydrazine. Aerospace Medicine. 
41(9):1048-1051, 1970. 

Exposure to repeated low doses of the rocket 
fuel monomethylhydrazine (MMH) results in sig- 
nificant behavioral stimulation. In experiments 
with 2 monkeys, indications of a cumulative ef- 
fect of repeated exposure on behavior were 
found. The monkeys had been trained to press ap- 
propriate levers to avoid electrical shocks when 
stimulus lights were lit. Subjects were injected 
with dilute solutions of MMH at levels ranging 
from 0.Smg/kg to 4.0mg/kg. At the lowest dose 
levels both subjects evidenced increased rates of 
responding in comparison with non-injection 
baseline rates. A severe disruptive effect on 
behavior was evidenced at dose levels above 
2.5mg/kg injection. The behavioral dose 
response relationship appears to be stimulation at 
low dose levels and behavior decrement and in- 
capacitation at higher dose levels. Evidence sug- 
gesting cumulative effects on behavior of re- 
peated exposure to MMH were found at both 
stimulatory and disruptive dose levels. In view of 
the potential operational importance of any 
behavioral changes following exposure to low 
levels of MMH, the results found in the present 
study should be extended by investigation of 
parameters related to dose levels, frequency of 
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exposure, behavioral measures, and subject varia- 
bility. 10 references. 


088412 Thompson, G. R.; Schaeppi, Ulrich H.; 
Rosenkrantz, Harris; Braude, Monique C. Mason 
Research Institute, Worcester, Massachusetts Acute 
oral toxicity of cannabinoids in various species 
(Unpublished paper). Chevy Chase, Maryland, 
NIMH, 1970. 

For preclinical toxicological evaluation, delta-9- 
Tetrahydrocannabinol (delta-9-THC),  delta-8- 
Tetrahydrocannabinol (delta-8-THC) and Cannabis 
extract were administered orally to rats, dogs and 
monkeys as solutions in either absolute ethanol, 
sesame oil, or sesame oil with 2.5to 9.0% ethanol. 
All 3 compounds were significantly more potent 
to male than to female Fisher rats. However, 
within the dosage range of 225 to 3,600mg/kg, 
delta-9-THC and delta-8-THC produced the same 
lethality while both isomers were approximately 
twice as potent as the Cannabis extract. Death 
cue to toxicity of these compounds invariably oc- 
curred between 36 to 72 hours posttreatment, re- 
gardless of compound, dose level or sex. Toxicity 
was characterized by severe hypothermia, 
decreased respiratory rate, rapid weight loss, in- 
activity, wide stance, ataxia, muscle tremors, and 
prostration. Rat mortality apparently resulted 
from severe hypothermia and other central ef- 
fects. In dogs and monkeys, single oral doses of 
delta-9-THC and delta-8-THC as high as 525 
mg/kg in the dogs and 1,050 mg/kg in the mon- 
keys were nonlethal. Predominant toxicity in dogs 
included drowsiness, ataxia, prostration, anesthes- 
ia, tremors, moderate hypothermia, salivation, 
emesis, and anorexia. Toxic signs in monkeys in- 
cluded hyperreactivity to stimuli, lethargy, 
drowsiness, characteristic huddled posture, slow 
movements, abnormal eating procedures and 
sedation. With equal doses (in mg/kg) of the 3 
compounds the extent and severity of clinical 
signs followed the pattern delta-9-THC is greater 


than delta-8-THC is greater than Cannabis extract. 
(Author abstract) 


088615 Dujovne, C. A.; Lavelle, G.; Weiss, P.; Bi- 
anchine, J. R.; Lasagna, L. Division ef Clinical 
Pharmacology, School of Medicine, John Hopkins 
University, Baltimore, Maryland 21205 Toxicity of 
hepatotoxic drugs on mouse liver tissue culture. 
Archives Internationales de Pharmacodynamie et 
de Therapie (Gand). 186(1):84-93, 1970. 
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Three erythromycin and 2 phenothiazine deriva- 
tives were tested for comparative cytotoxic effect 
on mouse liver explant tissue culture. They were 
chosen because of their current therapeutic use 
and their different capability of producing liver 
dysfunction in humans. Erythromycin estolate and 
chlorpromazine produced more toxicity than 
either erythromycine base or stearate, or 
promazine, respectively. Cellular damage was 
evaluated by histology, tissue viability and 
leakage of intracellular enzymes into surrounding 
medium. The results parallel the known hepatox- 
toxic potential of these agents in man, suggesting 
the possible usefulness of this system as an addi- 
tional method of evaluating differential cytotoxic 
potential of chemically related drugs. 15 
references.n 


089003 Allain, P.; Lechat, P. Institut de Phar- 
macologie de la Faculte de Medecine, 21, rue de 
l’Ecole de Medecine, 75-Paris, France /The action 
of some psychotropic drugs on defecation rate in 
the mouse./ Action de quelques medicaments 
psychotropes sur la defecationemotionnelle de la 
Souris. Therapie (Paris). 25(4):655-662, 1970. 

The influence of some psychotropic drugs on 
defecation rate in 20g male mice was investigated 
using intermittent sound stimulation and light 
flashes as external factors. Intermittent sound 
stimulation of 0.3second duration and light flashes 
of 3,000 watt power each second were applied 
and the conjunctive effects of chlorpromazine, 
haloperidol, procalmadiol, phenobarbital, 
imipramine and amphetamine studied. Intestinal 
transit time was also measured by means of a 
charcoal meal. The number of defecations and in- 
testinal transit time decreased with  chlor- 
promazine, phenobarbital, procalmadiol, 
imipramine and amphetamine. No drug studied 
was found to influence defecation rate. The most 
active drugs were found to be chlorpromazine, 
haloperidol and amphetamine. 10 references. 


089398 Szabo, K. T. Pathology and Toxicology 
Department, Smith Kline and French Laboratories, 
Philadephia, Pennsylvania Teratogenic effect of 
lithium carbonate in the foetal mouse. Nature 
(London). 225(5227):73-75, 1970. 

Lithium, which is effective in the treatment of 
manic and other psychotic disorders, was found 
to be able to cross the placental barrier in rats, 
and that its concentration in the serum of foetuses 
was 1/2 of the serum concentration in their 








05 
082706 


mothers who received lithium in the diet; the lithi- 
um salts were found to be teratogenic. A strain of 
mice with a low incidence of deformities was 
tested with lithium carbonate injections of varying 
strengths, doses equivalent to those given human 
patients. The administration of lithium caused 
cleft palate; the spontaneous occurrence of such a 
defect is very rare. Lithium, however, did not 
produce any other defect, such as cleft lip. Lithi- 
um carbonate thus seemed to be a selective 
teratogen affecting only the developing mouse pa- 
late and not the other embryonic structures. 14 
references.s 


06 METHODS DEVELOPMENT 


082706 Kochman, Jan; Przybyliski, Aleksander; 
Skorupski, Andrzej. Rakowiecka Strasse No. 43a, 
h. 5, Warsaw, Poland Miniaturized biotelemetric 
transmitter. Acta Physiologica Polonica 
(Warszawa). 21(3):334-347, 1970. 

Biotelemetry may be at present included into 
the modern biometric procedures, finding wide 
application in medicine, physiology, aeronautics 
and space navigation. Biotelemetric recording 
eliminates the artefacts resulting from immobiliza- 
tion of the individual under investigation. The up- 
to-date application of telemetry in physiological 
experimentation is limited by the high cost of the 
transmitter, due to its miniaturization. The dif- 
ficulties related to the design of universal trans- 
mitter and suitable receiver system impose some 
necessary limitations. In the present study a 
miniature telemetric transmitter, working in the 
FM system, has been described in detail. An ar- 
rangement of tunnel diode, entirely of home- 
made, Polish, components has been applied. The 
circuit diagram of the device was presented. The 
weight and dimension of the transmitter did not 
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disturb the animal, even allowing implantation on 
the animal’s head. The examples of application of 
the device for ECG and EEG telemetric recording 
in control rabbits, as well as in rabbits during 
anoxia, were illustrated by comparison of telemet- 
ric conventional recordings. 2 references. (author 
abstract modified) 


087863 Morgan, Hilary; Scott, D. F.; Joyce, C. R. 
B. Department of Medicine, Royal Infirmary, 
Bristol, England The effects of 4 hypnotic drugs 
and placebo on normal subjects’ sleeping and 
dreaming at home. British Journal of Psychiatry 
(London). 117(541):649-652, 1970. 

The effects upon quality of sleep and dreaming 
of 4 hypnotics, each at a single dose, were com- 
pared, double-blind, with placebo in 10 healthy 
subjects sleeping at home. They recorded their re- 
ports by telephone on being awakened by the ex- 
perimenter at a prearranged convenient time. 
Clear differences between the treatments were 
demonstrable. 6 references. (Author abstract) 


088616 Bauen, A.; Possanza, G. J. Pharma- 
Research Canada Ltd., 250 Hymus Boulevard, 
Pointe Claire, Montreal 730, Canada The mink as 
a psychopharmacological model. Archives Interna- 
tionales de Pharmacodynamie et de Therapie 
(Gand). 186(1):133-136, 1970. 

The aggressive nature of the mink renders this 
animal especially suitable for testing psychoactive 
compounds. Following oral administration of the 
test substance, the behavior of the animal was ob- 
served. Each animal was also scored for the ease 
with which it could be handled by the experi- 
menter. Chlordiazepoxide, oxazepam, diazepam, 
and meprobamate were found to be highly active 
in reducing the aggressiveness of the mink, while 
chlorpromazine and pentobarbital were without 
effect. 8 references. (author abstract) 
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07 EARLY CLINICAL DRUG TRIALS 


082056 Nair, K. C. Radhakrishnan; Chen, Calvin 
H. Northville State Hospital, Northville, Michigan 
Clinical trial of clomacran phosphate (SKF-14336) 
in chronic psychotic male patients. Current 
Therapeutic Research. 12(6):394-401, 1970. 

A preliminary evaluation of the beneficial and 
adverse effects of an acridan compound, 
clomacran phosphate was conducted in 36 chronic 
hospitalized male psychiatric patients (35 
schizophrenics and 1 organic brain syndrome) for 
3 months. The effects of the drug were evaluated 
by the Brief Psychiatric Rating Scale, routine 
clinical lab tests and by a final global rating of im- 
provement. Placebo capsules were given for 3 
weeks to establish a bse line; during this period, 
17 patients showed marked exacerbation of their 
psychopathology and 18 patients developed in- 
somnia. On the clomacran, 16 patients developed 
side-effects including drowsiness, insomnia, 
hyperalertness, vasodilatation, dizziness and other 
extrapyramidal symptoms. Two patients 
developed severe cutaneous urticarial reactions 
and were discontinued. Statistical analysis of total 
pathology scores revealed significant therapeutic 
effects on various psychopathological signs and 
symptoms. Depression, tension, thought disorder, 
anxiety, hallucinations, hostility and paranoid 
thinking declined. The mean effective dosage was 
412.5Smg/day. Effects on cardiovascular functions 
were minimal and transient; also these were no 
serious abnormal effects on vital organ functions. 
The final global rating at the end of 3 months 
revealed 23.5% of the subjects had maximum im- 
provement, 32.4% moderate improvement, 14.7% 
slight improvement, and 29.4% no_ change. 
Clomaran phosphate has significant antidepressant 
and antipsychotic effects in chronic psychotic 
male patients. 4 references. (author abstract 
modified) 


086236 Jarniou, A. P. Hopital Rene Muret, 93- 
Sevran, France /Tests of a new anxiolytic: the use 
of Doxepine in geriatric cases./ Essai d’un nouvel 
anxiolytique: l’utilisation de la Doxepine en milieu 
geriatrique. Therapeutique (Paris). 46(10):1013- 
1016, 1970. 

Findings of clinical tests of the new anxiolytic 
agent, Doxepine -- a tricyclic derivative of 
benzodiazepine, in the treatment of geriatric anx- 
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iety are reported. Ss were 50 patients with an 
average age of 73 years. Though still considered 
in the experimental stage, Doxepine proved ef- 
ficacious in its effects at once antidepressive and 
tranquillizing. It is particularly well tolerated. 
(Author abstract modified) 


086237 Marin, A.; Trapet, P.; Brenot, M. 
Clinique de Neuro-Psychiatrie, Centre Hospitalier 
et Universitaire, 21-Dijon, France /A therapeutic 
agent for anti-depressant and tranquilizing control 
in the post-traumatic neuroses./ Therapeutique a 
visee anti-depressive et tranquillisante dans les 
nevroses post-traumatiques. Therapeutique (Paris). 
46(10):1009-1012, 1970. 

Results are reported of clinical tests of the new 
antidepressant and tranquilizer Mutaspline. Forty 
posttraumatic neurotics were treated. Sample 
characteristics are given in detail. Results of the 
therapy are considered generally favorable. How- 
ever, it should be given as adjuntive to 
psychotherapy. Mutaspline is particularly recom- 


mended for the general practitioner. (Author ab- 
stract modified) 


086977 Soares, F. N.; Forjaz, N. J.; Mascarenhas, 
M. Pronto Socorro do Diadema, Sao Paulo, Brazil 
/The use of injectable medazepam (Preliminary 
Note)/. Emprego do medazepam injetavel (Nota 
Previa). Revista Brazileira de Medicina (Rio de 
Janeiro). 27(3):159-161, 1970. 

Intramuscular or intravenous injection of 10 to 
30mg of medazepam to 22 patients of both sexes, 
aged 18 to 55 years old, with vegetative 
psychoneuroses accompanied by respiratory, 
digestive and circulatory disorders, resulted in 
complete disappearance of symptoms in 14 pa- 
tients. In 6 patients the response was slight while 
2 patients failed to respond to treatment. Side-ef- 
fects, consisting of nausea, dizziness, somnolence 


and slight hypertension were seen in 4 patients. 16 
references.m 


089111 Sizaret, P.; Anglade, P.; Simon, J. P. 
Author address not given /Investigation of the 
psychodynamic reinforcement of neuroleptics with 
1.035 M.D./ Recherche d’un renforcement phar- 
macodynamique des neuroleptiques par le 1.035 
M.D. Encephale (Paris). 59(3):278-288, 1970. 
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A study is presented whereby a vasodilator, 


Sureptil, was administered in combination with a - 


neuroleptic, to reduce the side-effects as well as 
the dosage of the neuroleptic. Thirty five hospital- 
ized patients with chronic mania, schizophrenia, 
or character disorders were tested. These patients 
were able to work around the hospital grounds 
but were not considered cured. The neuroleptics 
chlorpromazine, levomepromazine and 
thioridazine were used; the dosage of each was 
varied from 50mg to 500mg, and in 8 cases of 
treatment with phenothiazine, a combination with 
haloperidol, neuleptil or dipiperon was used. The 
addition of a vasodilator to a neuroleptic has suc- 
ceeded in a decrease of passivity, of the affective 
disorder and of vasomotor retardation. It was 
concluded that 29 of the 35 patients presented a 
mental picture at the close of the study equal to 
the one presented when on twice the dosage of a 
neuroleptic, and the reduction of the dosage also 
reduced the side-effects. 


089173 Geraud, J.; Escande, M. Clinique Neu- 
rologique et Psychiatrique, Hopital Purpan, 31 
Toulouse, France /Neuropsychiatric clinical study 
of a barbiturate hypnotic: 5 ethyl-5(1 methyl 1 bu- 
tenyl) malonylurea./ Etude clinique en neuro- 
psychiatrie d’un hypnotique barbiturique: le 5 
ethyl-S (1 methyl 1  butenyl) malonyluree. 
Therapeutique (Paris). 46(3):283-285, 1970. 

Malonylurea (Sonuctane), a barbiturate with 
both hypnotic and tranquilizing actions is com- 
bined with secobarbital (sodium) in either tablets 
or suppositories for clinical use. Its effect was 
studied in 50 patients with neurotic and reactive 
depressions (27), chronic psychoses and 
schizophrenics (9), melancholias (5), acute 
psychoses (5), and alcoholics (4), for from 8 to 35 
days. The dosage was 1 tablet (0.10g Sonuctane, 
0.05g sodium secobarbital) per day in 42 patients, 
1 suppository (0.10g Sonuctane, 0.10g sodium 
secobarbital) per day in 2 patients, and 2 tablets 
per day in 6 patients. More than 8 hours of sleep 
was obtained in 45 of the 50 cases in response to 
treatment. The period in which they fell asleep 
was from 20 to 30 minutes, the sleep was uninter- 
rupted and without nightmares, and the awaken- 
ing was with marked lucidity. In some cases (10) 
it was necessary to double the dose of tablets to 2 
per day. The tolerance was excellent in all but 1 
case where some drowsiness was manifested on 
awakening. 
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08 DRUG TRIALS IN SCHIZOPHRENIA 


082053 Gallant, D. M.; Bishop, M. P. Department 
of Psychiatry and Neurology, Tulane University 
School of Medicine, New Orleans, Louisiana 
Piperacetazine (Quide): a controlled evaluation of 
the elixir in chronic schizophrenic patients. Current 
Therapeutic Research. 12(6):387-389, 1970. 

To determine the relative efficacy of the elixir 
form of piperacetazine, a controlled, double-blind 
study of piperacetazine versus chlorpromazine 
was conducted in a chronic schizophrenic popula- 
tion with an average age of 44.4years and an 
average length of hospitalization of 17 years. The 
initial dosage of piperacetazine was 20mg/day and 
of chlorpromazine, 120mg/day. The maximum 
dosage was 360mg/day of piperacetazine, and 
1350mg/day of chlorpromazine, attained during 
the 4th week of medication. Effects of the drugs 
were measured by means of the TES side-effect 
forms (weekly), the Brief Psychiatric Rating Scale 
(BPRS) (weekly), the Nurses’ Observation Scale 
for Inpatient Evaluation (NOSIE) (weekly), inde- 
pendent global ratings of improvement by 2 
psychiatrists and a research aide (weekly) and 
routine clinical laboratory findings. Side-effects 
attributed to chlorpromazine included slight 
decrease of standing blood pressure, nasal stuffi- 
ness, transient increase in alkaline phosphatases 
and SGPT. Piperacetazine side-effects included: a 
slight decrease in standing blood pressure, 
transient increase in SGPT, daytime somnolence, 
akathisia, and mild parkinson rigidity. Both 
groups showed slight weight gain. The elixir 
preparation of piperacetazine was found equal in 
efficacy to the elixir form of chlorpromazine. No 
statistically significant differences between the 2 
drug groups were observed on either the BPRS or 
the NOSIE. The _ elixir preparation of 
piperacetazine does pose definite antipsychotic 
activity. 1 reference. 


082054 Mohler, George. Veterans Administration 
Hospital, American Lake, Tacoma, Washington 
98493 Clinical trial of thiothixene (Navane) in el- 
derly chronic schizophrenics. Current Therapeutic 
Research. 12(6):377-386, 1970. 

To determine the clinical usefulness in elderly 
chronic schizophrenics, thiothixene was ad- 
ministered to 10 patients (average age, 69.9years; 
average duration of illness, 40.6years). Doses 
were started low (img/day) and increased at 
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weekly intervals until the maximum tolerated dose 
was reached. A baseline of the patient’s psychotic 
status was established by the ward physician 
using the Overall and Gorham Brief Psychiatric 
Rating Scale. This test was conducted again after 
8 months. Three patients died during the study of 
causes unrelated to the medication. Two patients 
developed minor side-effects which were dis- 
sipated with the addition of Biperiden. After 25 
weeks at maximum dosage, the drug exerted no 
harmful or untoward physiological effects. Clini- 
cal impressions indicated no specific or overall 
improvement in behavior, communicability, delu- 


sions or appearance. 15 references. (author ab- 
stract modified) 


084978 Gayral, L.; Candebat, L.; Eppe, H.; 
Grandmontagne, ©O.; Maurel, H.; Noyer, J. 
Clinique de Psychiatrie de l’Universite, Hopital de 
la Grave, 31-Toulouse 03, France /Effect of 1035 
MD+ on certain conditions of mental deficiency, 
especially those of vascular origin; clinical EEG 
and psychopharmacological study./ Activite de 1035 
MD + sur certains etats de deficit mental, notam- 
ment d’origine vasculaire, etude clinique, elec- 
troencephalographique et psychotechnique. Infor- 
mation Psychiatrique (L yon). 46(9):866-868, 1970. 

The results of clinical EEG and psychophar- 
macological studies of the effects of 1035 MD on 
specific conditions of mental deficiency of vascu- 
lar origin are discussed. One hundred and six 
cases were treated and observed over periods of 2 
to 9 months. Return of interests and activity, and 
enlarging of social relations were the findings for 
global deficiencies which were senile or presenile 
by diagnosis, with other psychotic conditions, 
degree of amelioration seemed to vary with the 
degree of circulatory blockage. 


085237 Klerman, Gerald L.; Goldberg, Solomon 
G.; Davis, David. Park Street 34, New Haven, Con- 
necticut 06517 Relationship between the hospital 
milieu and the response to phenothiazines in the 
treatment of schizophrenics. Acta Psychiatrica 
Belgica (Bruxelles). 70(6):716-729, 1970. 

Since the mid 1950’s considerable discussion 
has arisen as to the relationship between hospital 
social milieu and patients’ response to 
phenothiazines and other neuroleptic drugs. 
Recent research has demonstrated that while the 
neuroleptics have independent pharmacological 
and clinical therapeutic actions, important interac- 
tions exist between the hospital social milieu and 
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the drugs’ effects. In the National Institute of 
Mental Health (NIMH) collaborative study, 9 
hospitals evaluated the effects of 3 phenothiazines 
(chlorpromazine, fluphenazine, and thioridazine) 
and placebo in acutely psychotic hospitalized 
schizophrenics, over a 6 week period. Further 
analyses from the NIMH study showed that when 
individual prognostic characteristics were taken 
into account, the relative magnitude of the 
hospital milieu was markedly decreased. These 
findings are discussed in terms of alternative 
models of drug milieu interaction, i.e.,additive or 
facilitative, with particular emphasis on the dif- 
ferences between drug effects and placebo ef- 
fects. In conclusion, hospital differences depend 
to a great extent upon patient differences. Such 
data allow quantitative estimates of the relative 
amounts of variance contributed by drugs, in- 
dividual characteristics, and hospital milieu fac- 
tors. 14 references. (Author abstract modified) 


085347 Borenstein, P.; Dumaine, A.; Cujo, Ph. 
Laboratoire de Psychopharmacologie Neu- 
rophysiologique, l’Ecole Pratique des Hautes 
Etudes, Hopital Psychiatrique, Villejuif - 94, 
France /Clinical and biological effects of Decanoate 
of Fluphenazine: based on 35 observations./ Effets 
cliniques et biologiques du Decanoate de 
Fluphenazine: a propos de 35 observations. Annales 
Medico-Psychologiques (Paris). 2(2):267-273, 1970. 

The results of using the Decanoate of 
Fluphenazine in the treatment of chronic 
psychoses during a one year period are presented. 
Some success was found with cases previously re- 
sistant to neuroleptic therapy. The accent is 
placed on the necessity of a posology relatively 
elevated and on the existence of secondary syn- 
dromes frequently harmful to recovery. 8 
references. (Journal abstract modified) 


088951 de Groot, M. H.; Wallace, Jessica. Oakley 
Hospital, Auckland, New Zealand Fluphenazine: a 
retrospective assessment in 130 patients with 
residual schizophrenia. New Zealand Medical Jour- 
nal (Dunedin, New Zealand). 72(458):25-28, 1970. 
A retrospective study is reported of 130 chronic 
schizophrenic male patients in an _ urban 
psychiatric hospital who were treated with 
fluphenazine enanthate. In most cases, antiparkin- 
sonian drugs were administered concomittantly to 
eliminate the usual parkinsonian type side reac- 
tions. A system devised for assessing changes in 
the patient is critically examined. Assessment was 








based entirely on thc patients’ movements within 
the hospital and community structure; an im- 
provement scale was constructed on the basis of 
ward movements and subjects’ changes of status. 
8 references. 


089099 Turek, I. S.; Ota, K. Y.; Bohm, M.; Kur- 
land, A. A. Maryland Psychiatric Research Center 
and Spring Grove State Hospital, Baltimore, Mary- 
land Piperacetazine vs. chlorpromazine in the treat- 
ment of schizophrenia. International Phar- 
macopsychiatry (Basel). 4(3-4):239-244, 1970. 

Fifty two newly hospitalized schizophrenic pa- 
tients, randomly assigned to one of 2 groups, 
treated either with piperacetazine or chlor- 
promazine, were studied for 6 weeks. Evaluations 
were made in a blind fashion weekly and recorded 
in BPRS and NOSIE. The maximum daily dose 
was 16.0mg piperacetazine and 1080mg for chlor- 
promazine. Analysis of the data indicated that pa- 
tients in each of the treatment groups showed no 
statistical differences in terms of mental illness, 
range of symptomatology, male-female ratio, so- 
cial class, age and marital status. The comparison 
appears to indicate that piperacetazine is as effec- 
tive an agent in controlling acute psychotic symp- 
tomatology of schizophrenics as chlorpromazine 
and appeared to have a slightly more rapid 
therapeutic effect on certain symptoms. Side-ef- 
fects occurred less frequently with piperacetazine 
than chlorpromazine in the dosages employed. 8 
references. (author abstract modified) 


089101 Yarden, P. E. 5800 Arlington Avenue, 
Apt. 16X, Bronx, New York 10471 A combined 
treatment of chronic schizophrenics with Ospolot 
(Sulthiame) and Stelazine (Trifluoperazine). Inter- 
national Pharmacopsychiatry (Basel). 4(3-4):231- 
238, 1970. 

The effect of Ospolot (Sulthiame) in combina- 
tion with Stelazine (Trifluoperazine) was studied 
in 24 chronic schizophrenics in a clinical trial last- 
ing 6 months. Patients served as their own con- 
trols. No therapeutic value of such a treatment 
was evident in patients suffering from a non- 
specific, simple or a fixed schizophrenic defect 
state. A beneficial effect was noted in patients 
suffering from attacks of excited psychotic out- 
bursts. It is suggested that in such cases asimilari- 
ty of action exists between Ospolot (Sulthiame), 
and the better known anticonvulsant Dilantin 
(Diphenylhydantoin). The observed results are 
discussed in terms of some possible interrelation- 
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ship between a schizophrenic and an epileptic dis- 
ease process and the diagnostic difficulties in 
deteriorated mental hospital patients. 20 
references. (author abstract) 


089159 Hillel, Jean M.; Albert, J.-M.; Tetreault, 
L. Institut de Recherches Psychiatriques, Hopital 
Saint Charles, Joliette, Quebec, Canada /A com- 
parative study of thiothixene and trifluoperazine in 
the acute phase of schizophrenia./ Etude compara- 
tive de la thiothixene et de la trifluoperazine chez 
le schizophrene en phase aigue. Encephale (Paris). 
19(2):162-179, 1970. 

A comparative study is presented of thiothixene 
and trifluoperazine in the acute phase of 
schizophrenia. Side-effects of the 2 drugs were 
also studied. The testing was conducted indepen- 
dently by 2 psychiatrists in 40 acute schizophrenic 
female patients who had no previous neuroleptic 
treatment. Medication was administered in daily 
doses of 30mg (of either drug) the first 2 days of 
the study, with gradual increase of dosage to 
60mg daily from the 7th to the 14th day. Another 
method of administration from the 15th to the 
35th day varied from 0 to 80mg daily according to 
the need. The study was conducted on a double- 
blind basis with benzotropine administered 
throughout (4mg/day), and 100mg chlorpromazine 
given in cases of agitation. Psychotic symptoms 
were measured by the Inpatient Multidimensional 
Psychiatric Scale (I.M.P.S.), behavior was mea- 
sured by the Rosenthal scale, and biochemical 
blood determinations were followed. Results 
revealed that thiothixene is effective in the treat- 
ment of acute schizophrenic episodes. No signifi- 
cant difference between the 2 drugs was found in 
the first 7 days (as evaluated by the I.M.P.S.). In 
the 2nd week, trifluoperazine had a more marked 
effect but thiothixene was again more effective in 
the 3rd period; however, the experimental design 
was changed in this period. The side-effects were 
more marked with thiothixene. 15 references. 


089433 Prien, Robert F.; Levine, Jerome; Cole, 
Jonathan O. Central Neuropsychiatric Laboratory, 
Veterans Administration Hospital, Perry Point, 
Maryland Indications for high dose chlorpromazine 
therapy in chronic schizophrenia. Diseases of the 
Nervous System. 31(11):739-745, 1970. 

In a multihospital collaborative study involving 
over 800 chronic schizophrenics, a high dose 
regimen of chlorpromazine (2000mg/day) was 
compared with a low dose regimen (300mg/day), a 
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placebo, and physician’s choice of treatment. 
Treatment followed a double-blind procedure for 
24 weeks. The following results were obtained: 1) 
high dose response was related to age, length of 
current hospitalization, and the type of 
phenothiazine medication the patient was receiv- 
ing just before the study. High dose was signifi- 
cantly more effective than the other treatments 
with patients under 40 who had been hospitalized 
under 15 years and were receiving a non- 
piperazine phenothiazine at pretreatment. High 
dose offered no great advantage over low dose 
and physician’s choice among the other subgroups 
of patients. 2) High dose was a particularly poor 
treatment for patients over 40. These patients suf- 
fered a high incidence of severe side-effects on 
the 2000mg dose. 3) Among long-stay patients, 
treatment failure on low dose and placebo was re- 
lated to the dose of phenothiazine medication the 
patient was receiving just before the study. The 
higher the dose of prestudy medication, the 


greater the incidence of failure. 22 references. 
(Author abstract) 


09 DRUG TRIALS IN AFFECTIVE 
DISORDERS 


082155 Ullman, Kenneth C.; Groh, Robert H.; 
Wolff, Frederick W. Department of Psychiatry and 
the Research Foundation, Washington Hospital 
Center, Washington, District of Columbia 20010 
Treatment of scopolamine-induced delirium. Lancet 
(London). No. 7640:252, 1970. 

In a letter to the editor the treatment of 2 pa- 
tients with scopolamine induced delirium was 
described. Physostigmine salicylate, 1 mg, was in- 
jected subcutaneously in each of these patients. 
No change in the mental state (restlessness, con- 
fusion, and hallucination) was noted after 15 
minutes, and a further injection of 1 mg was 
given. Within 10 minutes of the second dose, the 
sensorium improved rapidly in each case. No sig- 
nificant changes were noted in vital signs. As 
previously reported pupillary dilatation was unal- 
tered. The patients were carefully observed for 


the next 5 hours and remained free of psychiatric 
manifestations. 3 references. 


085327 Court, J. H.; Mai, F. M. M. Department 
of Mental Health, University of Adelaide, South 
Australia, 5000 A double-blind intensive crossover 
design trial of methysergide in mania. Medical 
Journal of Australia (Sydney). 2(12):526-529, 1970. 


§21 


Five patients were treated with methysergide or 
placebo for 14 days in a double-blind crossover 
trial. In the light of the results obtained, a further 
subject was tested at a higher dose level, and the 
methysergide was alternated with placebo every 3 
days. The initial results were equivocal, but sug- 
gested that methysergide was less effective than 
placebo. The final subject demonstrated con- 
vincingly that deterioration occurred during 
methysergide therapy. The results are discussed in 
the light of the supposed relationships between 


mania and depression. 11 references. (Author ab- 
stract) 


086793 Garcia, Pablo R.; Millan, Salvador; Men- 
dez, Humberto. Centro Hospitalario ‘20 Noviem- 
bre‘, Mexico /Dibenzoxazepine in psychotic pa- 
tients./ La dibenzoxazepina en enfermos psicoticos. 
Neurologia, Neurocirugia, Psiquiatrica (Mexico 
City). 11(1):41-56, 1970. 

Daily administration of dibenzoxazepine to 14 
psychotic patients produced improvement lasting 
for 30 days to 4 months in 2 of the 5 chronic and 
3 of the 9 acute cases. All other patients exhibited 
transient improvement during the first week of 
treatment. In 4 acute cases treated with 75mg 
daily, the dose used was considered insufficient. 
All the other patients received 100mg daily. Pa- 
tients with recent symptomatology responded 
better than the others, regardless of whether their 
condition was acute or chronic. The best response 
was obtained against anxiety, behavior disorders 
and psychomotor agitation while aggressiveness, 
hallucinations and regressive behavior responded 
to a lesser degree. All patients presented som- 
nolence and sedation. Instances of phenothiazine 
type side-effects were also noted. 6 references. 


086923 Alino, J. M. Lopez-Iber; Alino, J. J. 
Lopez-Ibor; Revilla, G. Santander. Instituto de In- 
vestigacions Neuropsiquiatricas, Hospital ‘Alonso 
Vega‘, Madrid, Spain /Indications for clopthiapine 
in psychiatry./ Indicaciones de la cloptiapina (1) en 
psiquiatria. Actas Luso Espanolas de Neurologia y 
Psiquiatria. 28(2):165-181, 1970. 

Clopthiapine in daily doses varying from 5 to 
360mg and averaging 120mg produced good 
response in 69%, satisfactory response in 27.2% 
and no response in 3.7% of a total of 376 patients 
aged 6 to 70 years with various psychoses. Ac- 
cording to diagnosis, the response was good in 
58.5% and satisfactory in 35.7% of 140 patients 
with schizophrenia, as compared to 76% and 24%, 
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respectively of 150 with insomnia, 70.5% and 
26.4% of 34 with depression, 85.7% and 8.5% of 
35 with hyperthymias and 56.8% and 25.5% of 16 
with obsessive neuroses. The intravenous route 
was more effective than either oral or intramuscu- 
lar administration. The effect of i.v. clothiapine in 
the anxious syndrome was not significantly dif- 
ferent from its effect against schizophrenia. Side- 
effect were minimal and consisted of xerostomia, 
hypotension and, especially, akinesia and 
hypokinesia. The increase of cerebral electrical 
activity was significantly lower than the cor- 
responding increase induced by other neurolep- 
tics. Intravenous tolerance was excellent. The 
results suggest clopthiapine is extremely versatile 
and is one of the most effective neuroleptics 
available. 27 references. 


087632 Klein, Donald F.; Davis, John M. Glen 
Oaks, New York The drug treatment of depression. 
Journal of the American Medical Association. 
212(11):1962-1963, 1970. 


The controversy reviewed deals with the use of 
antidepressant drugs versus tranquilizing drugs. 
The clinical and research studies described in- 
clude work with such drugs as: tricyclic an- 
tidepressants; dextroamphetamine; imipramine; 
amitryptyline; desipramine, nortriptyline, 
opipramol, iprindole; monoamine oxidase inhibi- 
tors (MAOJD). 3 references. 


087659 Pinto, F.; Venturini, E. Clinica Delle 
Malattie Nervose e Mentali Dell’Universita Cattol- 
ica di Roma, Rome, Italy /Psychic symptoms in L- 
dopa treatment of Parkinson’s disease./ Fenomeni 
psichici in corso di terapia con L-dopa. Rivista di 
Neurobiologia (Arezzo). 16(4):406-414, 1970. 

A sample of patients who exhibited depressive 
symptoms have been tested with the Hamilton 
Scale for depression before starting treatment 
with L-dopa and during a 3 month trial. Changes 
in intensity and features of depressive syndrome 
have been recorded. Results seems to differ from 
other authors’ reports but need to be controlled as 
to the time. A psychotropic action of L-dopa is 
suggested. 12 references. (journal abstract) 


088356 Kopin, Irwin J. Laboratory of Clinical 
Science, National Institute of Mental Health, 
Bethesda, Maryland 20014 Biochemical aspects of 


lithium pharmacology (Unpublished paper). 
Bethesda, Maryland, NIMH, 1970. 8 p. 
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There appear to be several possible mechanisms 
through which lithium ions can interfere with neu- 
ronal function, and there are probably other im- 
portant actions which remain to be discovered. In 
the presence of lithium, neurotransmitter synthes- 
is, storage, release, or receptor activation may be 
modified. There may be combination of effects on 
different areas of brain and on different neu- 
rotransmitters which alters the balance of neu- 
ronal function so that wide abberations from nor- 
mal are dampened. This may account for actions 
in manic or depressed patients as well as for the 
sedative and neurotoxic effects of this ion. 23 
references. (Author abstract) 


089100 Gross, H.; Langner. E. Psychiatrisches 
Krankenhaus der Stadt Wien, Baumgartnerhohe, 
1145 Vienna, Austria /The drug 100-129/HF-1854 
(Clozapine) for psychiatric treatment./ Das Neu- 
roleptikum 100-129/HF-1854 (Clozapin) in der 

International Pharmacopsychiatry 
(Basel). 4(3-4):220-230, 1970. 

The results of a clinical study with clozapine, a 
tricyclic major tranquilizer of the 
dibenzodiazepine group, are reported in 222 male 
psychotic patients (220 of whom had 
schizophrenia). The duration of treatment was 
less than 1 month in 18.9%, less than 3 months in 
15.8%, and up to 6 months in 24.8% of the cases. 
Long-term treatment was carried out in 40.5% of 
the cases. Treatment was initiated with average 
daily doses of 200mg intramuscularly, the range 
being from 150 to 300mg. In the course of a week 
the dose was increased to 300 to 600mg daily. 
Within several days oral treatment was possible. 
When the acute agitation and the disturbing 
psychotic symptoms had been eliminated 
(sometimes in the first week) the dose was 
reduced to 150 to 300mg on the average. 
Clozapine was very effective as an antipsychotic 
both on the productive symptoms of 
schizophrenia and on inactive process psychoses. 
Five percent of the patients became asymptomatic 
and 53.6%reported as being without disturbing 
symptoms. There is a pronounced sleep inducing 
and sedative effect, but less so than with chlor- 
prothixene. Autonomic side-effects were ob- 
served. Extrapyramidal symptoms were rare and 
not severe. Epileptic seizures occurred in 2 pa- 
tients; 8 cases (of whom 5 had organic cerebral 
damage) showed drug induced delirious states. 3 
references. (author abstract modified) 
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089104 Bobon, D. P.; Plomteux, G.; Heusghem, 
C.; Bobon, J. Department of Psychiatry, rue St- 
Laurent 58, B-4000 Liege, Belgium Clinical tox- 
icology and efficacy of pimozide. International 
Pharmacopsychiatry (Basel). 4(3-4):194-203, 1970. 

Pimozide (Orap), the prototype of the diphenyl- 
butylpiperidines, is a very effective antidelusional 
and antihallucinatory compound with ease of han- 
dling. Ten studies, some controlled and double- 
blind, on a total of more than 500 patients, have 
to a large extent confirmed our primary conclu- 
sions. The neuroleptic has a duration of action of 
24 to 48 h after oral administration of a single 
average dose of 1 to 6mg. Extrapyramidal side-ef- 
fects, mainly akathisia, are rare and exceptionally 
mild. No neurodysleptic crises have been ob- 
served, not even at dose levels of up to 50mg/day. 
Autonomic side-effects are virtually nil. The anx- 
iolytic activity of pimozide, is most remarkable 
for a highly incisive neuroleptic. Pimozide has low 
sedative activity could be described as activating; 
it would influence autism and the degree of social 
activity; the corollaries would in these cases be 
aggressiveness and insomnia. Hepatic reactions to 
pimozide have been studied in 25 subjects with a 
sensitive and large test battery. None of these 
tests indicated any significant and lasting toxicity. 
Pimozide is indicated in delusional psychoses, 
especially chronic. It is the drug of choice in 
paranoia and paranoid schizophrenia (psychose 
hallucinatoire chronique) and is preferred in 
apathic and autistic patients. 18 references. 
(author abstract modified) 


089105 Hofmann, G.; Kremser, M.; Katschnig, 
H.; Scheiber, V. Psychiatrisch-Neurologische 
Universitatsklinik, Vienna, Austria /Prophylactic 
lithium therapy for chronic depressive psychosis 
and _ schizo-affective disorders./ Prophylaktische 
Lithiumtherapie bei manisch-depressivem Krank- 
heitsgeschehen und bei Legierungspsychosen. Inter- 
national Pharmacopsychiatry (Basel). 4(3-4):187- 
193, 1970. 

Lithium as a psychotropic drug has been used 
in 155 patients from 1966 to 1970 at the Vienna 
Clinic of Psychiatry. Patients with chronic depres- 
sive psychosis and schizoaffective disorders were 
treated. Treatment response was tested in 119 pa- 
tients who had been under controlled lithium 
therapy for at least 6 months. Under this therapy, 
a connection appeared between the therapeutic ef- 
fect and the regular intake. When therapy is inter- 
rupted there is a tendency to relapse. In the anal- 
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ysis of variances, the duration of therapy showed 
a significant relation to the therapeutic effect. A 
decreasing of amplitude or total disappearance of 
symptoms sometimes is seen 6 to 12 months after 
beginning the lithium therapy. Manic-depressive 
psychosis and recurrent depressive psychosis 
show a good response to treatment. In 26% a total 
disappearance of symptoms was noted, in 46% so- 
cial adaptation was possible (work was not inter- 
rupted); only 28% had severe troubles with their 
capacity of working and 15% from this 28% had 
to be hospitalized. Only in 5% was therapy inter- 


rupted because of side-effects. 13 references. 
(author abstract modified) 


089157 Maillet-Jurquet, A.; Rance, A. M.; Tol- 
linchi, G.; Rance, A.; Roger, J. Clinique Mon 
Repos, Chateau de Bonneveine, Marseille, France 
/Chlorimipramine: the major treatment of depres- 
sive states./ La chlorimipramine: traitement majeur 
des etats depressifs. Encephale (Paris). 19(2):180- 
188, 1970. 

One hundred three depressed patients treated 
with 25mg chlorimipramine given i.v. in 250ml of 
isotonic glucose or physiological saline over a 
period of 1.5to 2 hrs were studied. On the first 2 
days of treatment, the drug was given in half 
strength to test the patient’s tolerance. At the end 
of 8 to 10 days, the dose was raised to 50mg if 
the patient has shown no contraindication; this 
dosage continued to the 21st day. When the series 
of perfusions end, the patient is given 3 or 4 
tablets orally, daily for several months if possible. 
The simple neurotic depressions or those with a 
hysterical structure responded best to the treat- 
ment; those with obsessional neuroses did im- 
prove, but the obsessional neurosis itself did not 
respond to treatment. The treatment proved to be 
very effective in depressive melancholias (66 to 
70%). The efficacy of chlorimipramine is seen 
promptly, with its first manifestations as lessening 
of anxiety, then in the decrease of ideas of 
melancholy, particularly in the case of suicidal 
ideas. The tolerance is good, and the side-effects 
during the perfusion are confined to drowsiness. 
In the course of treatment sweating, dryness of 
mouth, tremors, and some visual and intestinal 
transitory symptoms may appear occasionally. If 


the patient is told what to expect, the problem is 
not serious. 
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10 DRUG TRIALS IN NEUROSES 


082052 Simeon, Jovan; Nikolovski, Oliver T.; 
Spero, Monroe. 5 East 102nd Street, New York, 
New York 10029 Thiothixene in the treatment of 
anxiety and depression in outpatients. Current 
Therapeutic Research. 12(6):369-376, 1970. 

Thiothixene was given to 20 patients with anx- 
iety who failed to respond to experimental or 
standard drug therapies. Four patients were 
released from the study due to irregular at- 
tendance, and 1 because of side-effects including 
depression, akathisia, slowing of thoughts and 
double vision. In 15 patients receiving thiothixene 
for 6 or more weeks, anxiety decreased in all 
receiving dosages of 4 to 60mg/day; depression 
improved in 6 patients, remained unchanged in 3, 
became worse in 3, and was absent in 3. Pro- 
cyclidine was administered concurrently to 
prevent extrapyramidal effects. Nine patients 
complained of secondary side-effects including: 
akathisia (5), insomnia (4), drowsiness, dizziness, 
excitement, blurred vision, nausea, headaches and 
rigidity (2 each), dry mouth, diarrhea, tremor, 
dystonia, double vision, and engorgement of 
breasts (1 each). Secondary effects were transito- 
ry in all but 1 case. The nonspecific nature of an- 
tipsychotic, antianxiety, and antidepressant fea- 
tures of psychoactive compounds is discussed. 16 
references. (author abstract modified) 


082422 no author. author address not given An 
ache masking depression. World Medicine. 6(2):27, 
1970. 

A preliminary study of children with chronic 
headaches is aimed at determining the diagnostic 
criteria for a full fledged study of depression in 
children. Ten children out of 25 with the symptom 
of headaches that do not respond to aspirin or 
mild sedatives were found to be depressed. Diag- 
nostic criteria were extrapolated from the clinical 
characteristics of adult depression. The children 
were treated with antidepressants and the parents 
were enlisted in offering support. 


086025 Blumenfield, Michael; Rose, Leslie L.; 
Richmond, Lewis H.; Beering, Steven C. Dept. of 
Psychiatry, Downstate Medical College, 450 Clark- 
son Ave., Brooklyn, New York 11203 Dex- 
amethasone suppression in basic trainees under 
stress. Archives of General Psychiatry. 23(4):299- 
304, 1970. 
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An attempt was made to correlate steroidal 
changes with psychiatric symptomatology. 
Eighteen airmen basic trainees who were evalu- 
ated in the Mental Hygiene Clinic (MH group) 
were compared to 30 control airmen basic trainees 
(C-group) who did not appear to show need for 
psychiatric evaluation. The mean anxiety and 
depression scores on the Multiple Affect Adjec- 
tive Check List (MAACL) of the MH groups 
were significiantly higher than the C-group, 
although both groups were higher than several 
previously described psychiatric populations 
tested with the MAACL. There was no significant 
difference between the 5 hour urinary baseline 17- 
OHCS level of the C-group and the baseline of 
the MH group. However, the mean steroid level 
of the MH group was significantly higher than the 
C-group after dexamethasone suppression. Three 
of the C-group and 6 of the MH-group did not 
meet criteria for suppression with dexamethasone. 
The 3 nonsuppressors in the C-group when 
retested after completion of training showed sup- 
pression, with 2 subjects showing significant 
decrease in their anxiety, depression, and hostility 
scores on the MAACL. A paradoxical response to 
dexamethasone in 3 patients was also noted. It 
was concluded that emotional stress can be a 
cause for the failure of dexamethasone suppres- 
sion. The data appear also to establish the over- 
night suppression test as a more sensitive test for 
examining steroid levels as a reflection of emo- 
tional stress rather than using baseline levels. 18 
references. (Author abstract modified) 


086235 Volmat, R.; Allers, G. Clinique Neu- 
rologique et Psychiatrique, Faculte de Medecine, 
25-Besancon, France /Contribution of neuroleptics 
in current use to the treatment of depressions./ 
Contribution des neuroleptiques actuels au traite- 
ment des depressions. Therapeutique (Paris). 
46(10):1017-1020, 1970. 

An overview is presented of neuroleptic agents 
in current use in treating depressive states. 
Characteristics, indications and significant con- 


traindications are given for 
levomepromazine(Nozinan); thioridazine 
(Melleril); alimemazine(Theralene); 
thioproperazine(Majeptil); fluphenazine 
(Moditen); trimeprimine(Surmontil); proper- 
iciazine(Neuleptil); and _ sulpiride(Dogmatil). 9 
references. 
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087386 Rickels, Karl; Lipman, Ronald S.; Park, 
Lee C.; Covi, Lino; Uhlenhuth, E. H.; Mock, John 
E. Dept. of Psychiatry, University of Pennsylvania, 
Philadelphia, Pennsylvania Drug, doctor warmth, 
and clinic setting in the symptomatic response to 
minor tranquilizers (Unpublished paper). Chevy 
Chase, Maryland, NIMH, 1970. 38 p. 

An attempt was made to illustrate the complexi- 
ties confronting the clinical researcher who at- 
tempts to study and define drug effects in neu- 
rotic outpatient populations. The specific aims of 
the study were: 1) To assess over a 4 week treat- 
ment period, the relative efficacy of chlor- 
diazepoxide, meprobamate, and placebo in the 
treatment of anxious psychoneurotic outpatients, 
when this treatment is conducted by experienced 
psychiatrists (main medication effects); 2) to 
determine whether doctors selected for their 
enthusiasm about the efficacy of tranquilizers in 
the treatment of neurotic outpatients obtain a re- 
liably better therapeutic response in their patients 
than doctors selected for their known skepticism 
about such drug treatment (main doctor attitude 
effects); 3) whether there is a reliable interaction 
between doctor medication attitude and medica- 
tion in the direction of a potentiation of the 
therapeutic response to active medication in pa- 
tients treated by drug enthusiastic doctors 
(interaction effects); and 4) whether patients who 
perceive their doctor as being more enthusiastic 
toward the the prescribed medication, and pa- 
tients who see their doctor as warmer show a reli- 
able bettter therapeutic response than patients 
who perceive their doctor as less enthusiastic and 
less warm. The main findings provided by these 
factorial analyses indicate significant drug effects 
at 2 weeks and significant warmth effects at 4 
weeks. 25 references. 


087489 Israel, L.; Michel, D.; Weil, J.; Wysoki, 
V. C.H.U. de Strasbourg, Strasbourg, France 
/Comparative, ‘double-blind‘ study of Doxepine 
and Librium in cases of psychoneuroses with anx- 
iety among hospitalized and ambulatory patients./ 
Etude comparative en ‘double-aveugle‘ de la Dox- 
epine et du Librium dans des cas de psycho-nevrose 
avec anxiete chez des malades hospitalises ou am- 
bulatoires. Annales Medico-Psychologiques (Paris). 
1(3):465-469, 1970. 

In this contribution to a seminar, a compara- 
tive, double-blind study of the new product Dox- 
epine and of the known product Librium are 
discussed. Sixty hospitalized psychoneurotics, 
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with anxiety reactions, were studied. Technique 
of the study is described in detail and a judgment 


of the effects of Doxepine is given. (Author ab- 
stract modified) 


11 DRUG TRIALS IN MISCELLANEOUS 
DIAGNOSTIC GROUPS 


082172 Isham, A. Chapman; Williams, Frankie; 
Haley, B.; Wise, D. E. Big Spring State Hospital, 
Big Spring, Texas Mild insulin hypoglycemic treat- 
ment for hospitalized adolescents. Behavorial Neu- 
ropsychiatry. 1(11-12):10-13, 1970. 

A group of 11 hospitalized adolescents with 
severe emotional problems were treated for 2 
months with mild insulin hypoglycemia while a 
group of 10 similar cases were used for control. 
Using a blind dual rating technique cross checked 
with conference ratings, there was no significant 
difference between the 2 groups except that the 
insulin group showed a better trend, more im- 
proved and discharged. Two adolescents treated 
for 6 months showed more improvement than 5 
remaining controls, and 1 of these insulin cases 
was much improved. Comparing this study to that 
of a group of 10 adults similarly treated and rated 
in private practice, the adults had a marked and 
significant degree of improvement after 3 to 6 
months. Apparently for mild insulin hypoglycemic 
treatment with hospitalized adolescents a period 
of 6 months of treatment should be considered 
minimal for future trials, and the use of insulin as 
described here should be further evaluated on this 
longer term basis. The above method of using in- 
sulin has important advantages and is readily ac- 
cepted by adolescents. There were no adverse 
reactions. 20 references. (author abstract) 


082732 McDonald, C.; Mowbray, R. M.; Wilson, 
J. M. O. Warlingham Park Hospital, Warlingham, 
Surrey CR3 9YR, England A sequential trial of 
amylobarbitone sodium used as sedation for con- 
fused female psychogeriatric patients. Gerontologia 
Clinica (Basel). 12(6):335-338, 1970. 

Claims that elderly people do not tolerate bar- 
biturates well are discussed in the light of a study 
testing the effects of amylobarbitone sodium in 
psychogeriatric patients. All females admitted to 
the hospital as psychogeriatric patients were ob- 
served for 4 days. Moribund patients or patients 
who collapsed during the trial were excluded from 
the study. The rest were paired off in a consecu- 
tive manner, one of the pair being given 300mg of 
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amylobarbitone sodium nightly, the other being 
given placebo. The study for rating of confusion 
was conducted on a triple blind basis. It was 
found that the drug tested does not increase con- 
fusion in the elderly psychogeriatric patient. 6 
references. 


085289 Lehmann, Heinz E.; Ban, Thomas A. 
Douglas Hospital, 6875 LaSalle Boulevard, Ver- 
dun, Quebec, Canada Comprehensive clinical stu- 
dies of drugs. Final Report, NIMH 
Grant MH-5202, 1970. 401 p. 2 vols. 

The results of studies with the administration of 
drugs is discussed in 47 papers. The investigations 
reported include studies with single dose adminis- 
tration of drugs; clinical trials with antipsychotic 
drugs, including phenothiazines, thioxanthenes, 
butyrophenones, indoles, and nicotinic acid; clini- 
cal trials with antidepressant drugs including 
dibenzazepines, monoamine oxidase inhibitors, 
and others; clinical trials with anxiolytic seda- 
tives, including benzodiazepines, diphenyl- 
methanes, and dibenzoxepines; and clinical trials 
with hypnotic preparations, and with anticonvul- 
sants, and with metronidazole in alcoholism. 
Finally there are 7 reports on adverse effects: to 
phenothiazines, to lithium carbonate, and to the 
administration of drug combinations. Inlcuded in 
the report are findings of a systematic study with 
thiothixene and the results of the first 2 studies 
with nicotinic acid, parts of a systematic in- 
vestigation on the therapeutic effectiveness of this 
substance in schizophrenic patients. 291 
references. (Author abstract modified) 


085343 Pichot, P.; Debray, H.-R. Societe Medico- 
Psychologique, Paris, France /Contribution to the 
use of multivariate analysis in therapeutic testing./ 
Contribution a V’emploi de Il’analyse multifac- 
torielle (multivariate analysis) dans les essais 
therapeutiques. Annales Medico-Psychologiques 
(Paris). 2(2):240-246, 1970. 

The statistical methods of multivariate analysis 
are applied to the therapeutic testing of various 
psychotropic drugs. The results are precise and 
fruitful, but it is stressed that the basic factors of 
control and methodology must be considered be- 
fore such analysis can be of any value. 2 
references. 


085860 Holmes, Dorothy. St. Augustine’s 
Hospital, Chartham, Canterbury, England Annie 
learns to care. Nursing Times (London). 66(12):357- 
358, 1970. 
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Rehabilitation efforts are described for an el- 
derly subnormal woman who had become severe- 
ly depressed since the death of her mother, who 
had cared for her for 60 years. Admitted to the 
hospital in a dirty and physically neglected condi- 
tion, personal attention supplementing medication 
of Librium and Tryptizol has gradually broken 
down her resistance to the world around her. 
Steady progress has been noted over a period of 4 
months, and she is now cheerful and talkative. 


085992 Rainaut, Jean. Hopital Psychiatrique de 
Montperrin, 13-Aix-en-Provence, France /III. Pro- 
longed-action neuroleptics: report on the pro- 
longed-action neuroleptics./ III. Les neuroleptiques- 
retard: rapport sur les neuroleptiques-retard. 
Evolution Psychiatrique (Toulouse). 35(4):897-952, 
1970. 

As a contribution to a French - German seminar 
conducted in June, 1970, prolonged action neu- 
roleptics are discussed, and introductory historical 
notes are presented. Specific neuroleptic agents 
are discussed in terms of animal tests, phar- 
macology, clinical test, properties, results, 
modalities of administration, indications, contrain- 
dications, tolerance and secondary effects, and 
treatment surveillance. Agents specifically 
described are enanthate of fluphenazine and 
decanoate. The utilization of enanthate of 
fluphenazine in child psychiatry and its therapeu- 
tic role in psychotics are explained. 147 
references. 


085993 Heinrich, K. Clinique Universitaire de 
Mayence, Mayence, France /III. Prolonged-action 
neuroleptics: report on treatment with prolonged- 
action neuroleptics in psychiatry./ III. Les neu- 
roleptiques-retard: rapport sur le traitement avec 
les medicaments neuroleptiques de depot dans la 
ps Evolution Psychiatrique (Toulouse). 
35(4):953-955, 1970. 

As a contribution to a French - German seminar 
conducted in June, 1970, psychiatric treatment 
using prolonged action neuroleptic drugs is 
discussed. Effects of fluphenazine decanoate are 
reported on 104 ambulatory patients. Forty of the 
93 schizophrenics treated achieved a total remis- 
sion after the treatment. Implications are 
discussed. 


086005 Cholet, R.; Targowla, J.; Duhaze, P. Cen- 
tre de Recherches sur |’Alcoolisme, Hopital de 
Bicetre, Bicetre, France /Action of the salts of ox- 
ogluric acid on acute alcohol intoxication in man 
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(experimental study)./ Action des sels de l’acide ox- 
oglurique sur l’intoxication alcoolique aigue chez 
homme (etude experimentale). Revue de 
l’Alcoolisme (Paris). 16(3):180-185, 1970. 

The effects of a salt of oxygluric acid on acute 
alcohol intoxication in man were studied. Specifi- 
cally the effects of oxoglurate of diarginine on the 
deterioration in neural reactions aggravated by 
acute ethanol intoxication, experimentally in- 
duced, were tested. Data are reported which in- 
dicate a beneficial effect of the drug on the blood 
level of alcohol, performance in a motor test, 
latency and amplitude of visual reaction potential. 
Confirming the results obtained in animals, this 
study shows that oxoglurate of diarginine is capa- 
ble of controlling nervous reactions produced by 
acute alcohol intoxication in man. (Author ab- 
stract modified) 


086451 Duche, D. J. Departement de Neu- 
ropsychiatrie Infantile, Hopital de la Salpetriere, 
Paris, France /Contribution to the study of the ac- 
tion of propericiazine on behavioral problems of 
the child and the adolescent./ Contribution a 
l’etude de l’action de la propericiazine sur les trou- 
bles du comportement de Tl’enfant et de 
Vadolescent. Laval Medical (Quebec). 41(6):784- 
788, 1970. 

A study was conducted on 106 subjects, aged 3 
and 1/2 to 18, in a neuropsychiatric ward in 
France to determine the effects of propericiazine 
on behavioral troubles such as aggression, temper 
tantrums, procrastination, irritability, and insta- 
bility. The children were grouped according to 
disorders and were administered Neuleptil, dosage 
being related to the severity of the symptoms and 
the age of the child. The groups were as follows: 
1) 55 suffering from severe behavior disorders, 
with or without retardation, but no organic lesions 
or psychosis; 2) 34 with organic lesions, 22 cases 
of epilepsy, and 12 of other organic lesions; 3) 15 
patients suffering from psychotic character dis- 
order; 4) 6 cases of obsessive compulsive neuro- 
sis; and 5) 2 suffering from organic disease with 
signs of agitation. The results, based on clinical 
observations of symptoms, reveal that 72 of the 
patients showed very good or good results from 
the effect of Neuleptil: subjects with a normal IQ 
responded better; results are as good with 
behavior disorders secondary to psychological or 
organic causes; and adolescents responded better 
than children. The drug is especially effective in 
cases of epilepsy and obsessive compulsive neu- 
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rosis. Although there is marked individual suscep- 
tibility to Neuleptil, only a few minor side effects 
were observed. 


086859 Gayral, L.; Fournie, H. Clinique de 
Psychiatrie CHU de Toulouse-31, France /Clinical 
study of Medazepam (Ro-5-45556)./ Etude clinique 
du medazepam (Ro-5-45556). Therapie (Paris). 
25(4):753-770, 1970. 

Medazepam is a sedative tranquilizer chemi- 
cally belonging to the benzodiazepine family. 
Medazepam possesses 2 therapeutic properties. In 
common ordinary anxiety, whether it is secondary 
(as found during depression, neurosis and 
psychogenic neuroses) or primary from reaction, 
shock, tiredness, and in somatic phenomena ac- 
companying common anxiety, such as circulatory 
disorders, neurovegetative deteriorations in the 
heart and lungs, and digestive track, insomnia, ir- 
ritability, and headaches, and asthma. Relatively 
small amounts of Medazepam are often sufficient 
to produce results and can be administered either 
on fraction doses thoughout the day, or in a single 
dose in the morning or better at night; this 
presenting an advantage for the outpatients who 
can thus carry on with their activities. 
Medazepam can be associated with other 
products, in particular with antidepressants. By its 
specific action on ‘somatisations‘ and by its lon- 
glasting effects, Medazepam holds a unique place 


among the authentic tranquilizers. (author abstract 
modified) 


086958 Szczepka, Krzysztof; Heine, Eugeniusz. 
Author address not given /Test of Pemolinum in 
complex treatment of aalcoholism./ Proba 
zastosowania leku Pemolinum w kompleksowym 
leczeniu choroby alkoholowej. Problemy alkoholiz- 
mu (Warszawa). 18(7-8):12, 1970. 

The psychoanaleptic preparation, Pemolinum, 
also known as Cetramin, Deltamine, and Stimul, 
was used in conjunction with Elenium and 
psychotherapy in the treatment of 2 groups of al- 
coholics: one group, volunteers, the other, under 
compulsory treatment. Treatment consisted of 
Pemolinum dosages of 40mg in the morning and 
20mg at noon with 25mg Elenium in the evening 
and 1 hour of psychotherapy per week. In the 


voluntary group this drug proved to be a useful 
adjunct. 


087143 Raczek, Stanislaw; Szewczuk, Jerzy; Woj- 
ciechowska, Maria. Kliniki Psychiatrycznej, War- 
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saw, Poland /Methods of treating delirium tremens 
as based on materials of the University Medical 
School’s Psychiatric Clinic in Wroclaw between 
1958 and 1968./ Metody leczenia majaczenia al- 
koholowego (delirium tremens). Problemy Al- 
koholizmu (Warszawa). 5(7-8):10-12, 1970. 

The study investigated methods of treating 
delirium tremens at the Psychiatric Clinic of the 
University Medical School in Wroclaw from 1958 
to 1968, and attempted an evaluation of their ef- 
fectiveness. To this effect, 175 histories of pa- 
tients hospitalized at the clinic in that period and 
diagnosed as delirium tremens cases have been 
clinically and statistically analyzed. It has been 
found that delirium tremens is very often accom- 
panied by somatic illnesses, which necessitates 
particular attention to the patient’s general condi- 
tion. Every case of delirium tremens being accom- 
panied by symptoms of liver lesion and by the 
general avitaminosis, a routine administration of 
glucose and of a vitamin complex is required. 
Sedative drugs used for the treatment of delirium 
tremens have practically no effect on the duration 
of psychosis. The most effective of all drugs ap- 
plied so far in the therapy of delirium tremens 
seems to be Librium, which might result from the 
comparatively short duration of the psychosis in 
cases treated with this drug. 19 references. 
(author abstract modified) 


087336 Funfgeld, E. W. Universitats-Ner- 
venklinik, D-6650 Homburg a. d. Saar, Germany 
/Results of the medical treatment in aged patients 
with cerebral organic disturbances./ Ergebnisse 
medikamentoser Therapie bei alteren Patiente mit 
cerebralorganischen Storungen. Nervenarzt 
(Berlin). 41(7):352-354, 1970. 

A treatment study is presented in 286 elderly 
patients who suffered mental disturbances sub- 
sequent to chronic diffuse cerebrovascular and 
deteriorative processes. The patients were 
grouped according to the following symptomatolo- 
gy: depressive, apathetic and garrulous; labested 
and complaining of sleeplessness and lack of con- 
centration; definite behavioral changes with 
thought disorders, confusion and signs of Kor- 
sakov syndrome; and a marked degree of demen- 
tia and disorientation. Treatment consisted of 2 
different medications tested separately in 2 pa- 
tient groups: Actihaemyl, (deproteinized calf 
blood extract) iv. 20 to SOmi/day over 2 to 4 
weeks and Pyritinol, 750mg/day p.o.,which is ef- 
fective only over long-term administration. Both 
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preparations were found effective in the treatment 
of confusion, dementia and organic psychoses. 
Clinical improvement, which can be monitored by 
EEG tracings, is dependent upon length of time 
treated, particularly with Pyritinol. Supplementa- 
tion of vitamin B12 may enhance the ameliorative 
effects in the presence of lack of drive. Stimula- 
tion of impaired cerebral metabolism associated 
with cardiovascular illness in old people must be 
applied to those with mental disorders. 9 
references. 


087498 Ey, Henri; Barros-Fereira, M.; Bohard, 
F.; Natin, J.-C. author address not given /Electro- 
clinical research on the use of 1035 M.D. in 
psychiatry./ Recherche electro-clinique sur |’interet 
du 1035 M.D. en psychiatrie. Annales Medico- 
Psychologiques (Paris). 1(3):455-465, 1970. 

The results of electroclinical research into the 
use of 1035 M.D. in psychiatric therapy are re- 
ported. The 1035 M.D. is an association of cin- 
marizine, a powerful coronary and cerebral 
vasodilator, and heptaminal, a cardioanaleptic. 
Seventeen cases are involved: 9 involutional 
depressions, 3 epileptics, and 5 senile dementias. 
Observations are reported for each case and sum- 
marized for each category. The need for great 
caution in interpreting the results of an electroen- 
cephalographic study of a pharmaceutical produce 
is stressed. 7 references. 


087660 Pinto, F.; Venturini, E. Clinica Delle 
Malattie Nervose e Mentali Dell’Universita Cattol- 
ica di Roma, Rome, Italy /Analysis of results in 
treatment of Parkinsonism with levodopa./ Analisi 
degli effetti della L-dopa nel corso di tre mesi di 
trattamento. Rivista di Neurobiologia (Arezzo). 
16(4):415-428, 1970. 

Results are reported of a 3 month trial with L- 
dopa. Changes in neurological symptoms were 
compared with dose, previous treatment and as- 
sociated anticholinergic drugs; side effects were 
also investigated. Results of a blind trial with 20 
patients and an open one with 15 patients are re- 
ported: tremor, rigidity, and handwriting per- 
formance were investigated and patients were in- 
terviewed. Neurological findings have been 
completed with biological fluid examinations, 
EEG and ECG records. Possible relationships 
between collected data are considered. 32 
references. (journal abstract modified) 
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087661 Battisti, A.; Caraffa, T.; Gentili, E. 
Clinica Delle Méalatti Nervose e Mentali 
Dell’Universita di Milano, Milan, Italy /Diazepam 
in the electroencephalographic recordings of epilep- 
tics./ I] diazepam nella registrazione eegrafica di 
soggetti epilettici. Rivista di Neurobiologia 
(Arezzo). 16(4):429-443, 1970. 

The electroencephalographic tracing alterations 
of 40 epileptic patients caused by oral and in- 
travenous administration of diazepam are re- 
ported. Particular consideration was given to the 
modifications of general nature in basal activity of 
the primary and secondary _paroxystic 
hypersynchronisms, and of the partial paroxystic 
expressions both lateralized and focalized. In all 
these cases, Diazepam pharmacologic action was 
fairly evident, although with a more elective in- 
cidence about primary bilateral synchronisms. Re- 
garding secondary paroxystic hypersynchronisms, 
previously described observations in foregoing ex- 
periments are affirmed about the easier location 
of irritative focuses which they originate from, by 
means of the reduction of the same 
hypersynchronisms with contemporaneous per- 
manency of the focalized irritative elements so 
that they are more identifiable. The drug action, 
sometimes spectacular, in the electrographic con- 
ditions of epilepsy is emphasized; this action 
frequently was resolutive. 14 references. (journal 
abstract modified) 


087724 no author. author address not given 
Drugs: more L-dopa in sight. Nature (London). 
225(5234):675-676, 1970. 

The effectiveness of L-dopa in treating Parkin- 
son’s disease, problems of supply, and some ad- 
verse side effects are discussed. L-dopa is prov- 
ing to be the most effective treatment available 
for Parkinsonism but it is not known how long the 
favorable effects of treatment will last. Those 
being helped by the drug must take it thoughout 
their lives. Unfortunately, L-dopa is in short 
supply and unavailable to many who would 
benefit from it. Steps are being taken, however, 
to increase supplies. There have been physical 
side effects, but they are acceptable when 
weighed against benefits. Psychiatric side effects 
include depression which may last only a few 
days, and some reports of hallucinations and 


paranoid delusions. It is stressed that L-dopa is 
not a cure for Parkinsonism. 
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087866 Pan, Lynn; Shoenberg, Elisabeth; Joyce, 
C. R. B. P. O. Box 242, Jesselton, Sabah, Malaysia 
Relationship between taste threshold for drugs and 
clinical progress in a mixed group of psychiatric 
patients. British Journal of Psychiatry (London). 
117(541):653-659, 1970. 

Three hypotheses concerning the relationship 
between taste threshold for psychotropic drugs 
and their clinical effectiveness were studied in a 
sample of 40 admissions to one firm of a 
psychiatric hospital, and a control group of 20 
members of the staff. Two hypotheses were sup- 
ported: patient taste thresholds were higher than 
those of the controls, and were reduced as their 
clinical state improved. The taste thresholds of 
the controls were unaltered during the passage of 
an equivalent period of time. The third hypothesis 
-- that the relative threshold of an individual pa- 
tient could be used to predict the degree of suc- 
cess achieved by treatment with that drug --was 
not confirmed, perhaps because the sample was 
small and contained examples of many diagnostic 
groups. Differences in sex and smoking habits, 
however, did not interfere with a significant ten- 
dency to general association between degree of 
clinical improvement and change in threshold for 
all 4 drugs. Significant correlations between the 
initial severity of the illness and the 4 taste 
thresholds were similarly unaffected by smoking. 
The observations are discussed in terms of clini- 
cal usefulness and pharmacological significance. 9 
references. (Author abstract modified) 


088610 Nishiura, Nobuhiro; Hirota, Yutaka. De- 
partment of Neuropsychiatry, Osaka Medical Col- 
lege, Osaka, Japan On Gilles de la Tourette’s syn- 
drome: successful treatment with haloperidol in 
three cases. Brain and Nerve (Tokyo). 22(8):931- 
936, 1970. 

This paper reports clinical experiences with 
haloperidol which was administered to 3 patients 
(a 9 year old and a 42 year old male and a 24 year 
old female) with Gilles de la Tourette’s syndrome. 
The palliative effect of haloperiodol was success- 
ful and dramatic. Haloperidol was started at a rate 
of 0.75mg 2 times daily and was gradually in- 
creased to 6 to 6.75mg daily, when almost 
complete disappearance of uncontrolled coprolalia 
and motor tics occurred. Undesirable side effects, 
such as akathisia, tasikinesia and tremor were 
seen only when a large dosage of haloperidol was 


given (9 to 15mg daily). 17 references. (author ab- 
stract modified) 











089001 Gayral, L. Author address not given 
/Treatment management in a hospital setting./ Con- 
duite de la cure en milieu hospitalier. Encephale 
(Paris). 70 Suppl.:18-25, 1970. 

The treatment of patients with a long acting 
neuroleptic is reviewed, including the principles 
of long-term medication, patient release from 
daily medication, accurate dosages, treatment 
regularity, constant supervision of drug adminis- 
tration, favorable doctor-patient relationship and 
doctor-family relationship, and new possibilities 
for therapy outside the hospital. It is necessary to 
experiment with the dosage so that a maximum 
effect will be obtained with a minimal dose, with 
a maximum interval between doses. The results of 
the injection of the Moditen-retard compared with 
the oral ingestion of simple Moditen have shown 
that the same degree of improvement is obtaina- 
ble with injection of Moditen-retard as with oral 
administration of 13.85 times an ingested dose of 
Moditen. The treatment is recommended for 
schizophrenics having a known development for 5 
years or more; in patients of shorter known 
development, the treatment is recommended after 
the cessation of shock treatments and when other 
neuroleptics are no longer effective. The treat- 
ment of chronic hallucinatory psychoses by this 
drug has given favorable results. Other results are 
described including the administration of low 
doses to alcoholics in the course of their treat- 
ment for detoxification with tetraethylthiuram 
disulfide. 


089055 Genevieve, Jean-Marc. Author address not 
given /The effect of a new metabolic cerebral 
stimulant, Cyprodemanol, in psychiatric aspects of 
aging./ Interet d’un nouvel activateur du metabol- 
isme cerebral le Cyprodemanol dans le domaine de 
la psychiatrie des viellards. Encephale (Paris). 
59(1):90-95, 1970. 

The effect of a new neurostimulant in senile de- 
mentia is described. Cyprodemanol, _ beta- 
cyclohexyl propionate of dimenthylamino-2-ethy]l - 
actebral, was tested in 21 patients (mean age of 75 
years) with a dose of 300mg/day for the first 3 
days and with 600mg/day for from 5 to 7 months. 
In one third of the cases, Cyprodemanol alone 
was given and in the others it was combined with 
other treatments. A marked improvement due to 
the effect of Cyprodemanol was observed in at- 
tention with a lesser improvement in fixation of 
memory. The effect on spatial temporal orienta- 
tion was the least significant. Dynamic activity 
was found to be the most satisfactorily improved 
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(72%). Especially seen in 2 of the bedridden pa- 
tients who were able to get up again. The im- 
provement was also marked in food habits, and in 
maintenance of normal temperatures. Those pa- 
tients suffering from slight depression were im- 
proved enough to be able to leave the hospital. 
Tolerance was good, despite the appearance of 
some drowsiness, which often disappeared spon- 
taneously. 


089108 Gottfries, C. G. Ostra Sjukhuset, S-212 24 
Malmo, Sweden Controlled investigation with Cin- 
narizin in the treatment of dementia conditions in 
old age. International Pharmacopsychiatry (Basel). 
4(3-4):161-170, 1970. 

The effect of Cinnarizin on dementia conditions 
in old age was compared with the effect of 
placebo in a double-blind trial. Sixty four patients 
were treated for 12 weeks with Cinnarizin at 25mg 
t.i.d. In order to assess the degree of dementia, 
the patients were, prior to trial, estimated by 
means of a geriatric questionnaire. Moderate de- 
mentia was evident in most of them. During the 
trial, 24 somatic and psychiatric variables were in- 
vestigated. The results indicate that no evident ef- 
fect of Cinnarizin can be guaranteed. 13 
references. (author abstract modified) 


089158 Blanc, M.; Borenstein, P.; Brion, S.; Buis- 
son, J.-F.; Debray, H.-R.; Digo, R.; Flavigny, H.; 
Follin, S.; Minvielle, J.; Morel-Maroger, A.; 
Pichot, P. Centre Psychiatrique Sainte Anne, 1 rue 
Cabanis, Paris 14, France /Comparative study of 
the effect of two neuroleptics./ Etude comparative 
de l’activite de deux neuroleptiques. Encephale 
(Paris). 19(2):97-119, 1970. 

A double-blind study is presented which was 
conducted in 12 psychiatric services and which 
compared the therapeutic effects of TPN 12 
(sulforidazine), 100mg tablets, and thioridazine in 
equal dosage. The patients included: paranoid 
schizophrenias, manias, paranoid psychoses, atyp- 
ical excitation, episodes of delirium, chronic hal- 
lucinatory psychoses, paraphrenias and 
hebephrenias. The dosage comprised 400 to 500mg 
for thioridazine, and 200 to 300mg TPN 12 daily. 
A standardized rating scale was used for the 
evaluation of results which were derived by mul- 
tifactorial analysis. In many instances, both drugs 
had similar effects although TPN 12 was more ef- 
fective in the treatment of delirium as in 
schizophrenic paranoia, paranoid psychosis, and 
other states of delirium; this efficacy applied par- 
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ticularly to symptoms that were not characteristic 
of the other diseases (anxiety, affective inhibition, 
aggressive oppositionism). The potential applica- 
bility of the methodology and the statistical analy- 
sis are discussed. 4 references. 


089160 Collard, J. Clinique Psychiatrique, 
Universite de Liege, Belgium /Sulpiride, a singular, 
antiautistic and thymanaleptic neuroleptic./ Le sul- 
piride, un neuroleptique singulier, antiautistique et 
thymanaleptique. Therapeutique (Paris). 46(5):503- 
506, 1970. 

The chemical structure of the neuroleptic, sul- 
piride, is unique and differs from the classic fami- 
ly of neuroleptics. Its pharmacologic action is 
characterized by a dissociation of its antiapomor- 
phinic action and the weakness of its cataleptic 
effect. Its neuroleptic effect is strengthened by its 
thymanaleptic effect. Because of these properties 
it is particularly indicated in conditions of autism, 
and in depressions of a psychoneurotic, particu- 
larly involutional, character. Its clinical tolerance 
is excellent with little or no side-effects, but its 
effect in the treatment of autism is transitory, and 
must therefore be combined with a more incisive 
neuroleptic in the therapy of schizophrenia. It is 
not anxiolytic but is also not anxiogenic and can 
be administered to patients with anxiety depres- 
sions without producing anxiety. The mean effec- 
tive dosage is 600mg/day p. o. in schizophrenics, 
and 100mg/day in nonpsychotic depressive states. 
(author abstract modified) 


089161 Lereboullet, J. Hopital de Bicetre, 94- 
Kremlin-Bicetre /Present day treatment of delirium 


tremens./ Le traitement actuel du _ delirium 
tremens. Therapeutique (Paris). 46(5):507-509, 
1970. 


The mortality rate of delirium tremens patients 
has practically been abolished by the use of in- 
jectable meprobamate. The efficacy of this treat- 
ment depends largely on its early administration, 
and it is important to be able to recognize the 
symptoms of incipient delirium: exaggerated 
tremors, moist skin, confusion (and disorientation 
at a later stage), hallucination, and dreamlike 
states immediately before delirium. At this stage, 
4 injectable meprobamate treatments per day can 
cure the patient in a few days. The cause of death 
in the course of delirium is due to massive 
dehydration. Since the numerous sedatives against 
agitation are ineffective and at times dangerous in 
these cases, rehydration must be effected by 
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parenteral route. Alcohol by i.v. route in a 25% 
glucose solution is used against too rapid a 
withdrawal from alcohol, and vitamins Bl and 
B12 are given to prevent alcoholic encephalopathy 
which can succeed delirium. The treatment in the 
course of the crisis is described. 6 references. 


089174 Bernard, J. Author address not given 
/Univocal treatment of multiform disorders: Dog- 
matil in psychodigestive pathology./ Traitement 
univoque de troubles multiformes: le Dogmatil en 
pathologie psycho-digestive. Therapeutique (Paris). 
46(3):336-337, 1970. 

Because of the incidence of digestive and ¢mo- 
tional problems occurring simultaneously, Dog- 
matil is a particularly suitable therapeutic agent. 
This psychotropic drug is also an antiulcer regula- 
tor, comprising simultaneously neuroleptic and 
antidepressive properties. Dogmatil is particularly 
useful to ambulatory patients outside of the 
hospital since it represents maximum efficacy 
with minimal side-effects. Comments on 4 cases 
thus treated stress the efficacy of this drug in re- 
lief of digestive symptoms as well as overcoming 
the emotional difficulties. The dosage of 100 to 
150mg per day was sufficient to evoke an optimal 
effect. 13 references. 


12 PSYCHOTOMIMETIC EVALUATION 
STUDIES 


085893 McCarthy, Mary Elizabeth. Department of 
Psychology, University of Santo Thomas, Phil- 
lipines LSD as a diagnostic aid (Unpublished 
paper). University of Santo Thomas Graduate 
School, Phillipines, 1970. 204 p. 


Harnessing LSD for a humanitarian purpose, 
namely, as a tool in facilitating therapy where 
mental illness has been detected, has been the 
focus of concentrated efforts for the past 2 
decades. Therefore this study was conducted to 
answer the following questions: 1) Does lysergic 
acid diethylamide (LSD) facilitate diagnosis of 
maladjustment in clinical subjects as indicated by 
pre-LSD, during LSD, and post-LSD Rorschach 
test results? 2) Does LSD reveal changes in symp- 
toms more with one type of personality diagnosis 
than another? 3) Is the age of the clinical subject 
a factor in the effectiveness of LSD? 4) Is LSD 
beneficial for both new admissions as well as 
returnees to the neuropsychiatric unit? This 
research investigates the relationship between 
LSD and the Rorschach test, in the course of 
diagnosis of mental illness. 151 references. 
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086029 Appel, J. B.; Sheard, M. H.; Freedman, 
D. X. University of Chicago, 950 E. 59th St., 
Chicago, Illinois 60637 Alterations in the 
behavioral effects of LSD by midbrain raphe le- 
sions. Communications in Behavioral Biology. 
5(4):237-241, 1970. 

To investigate the relationship between brain 
serotonin and LSD and to control for the 
peripheral and other central effects of drug 
pretreatment, sensitivity to LSD was studied in 
rats with electrolytic lesions in the midbrain raphe 
nuclei. Rats were trained to press a bar on a fixed 
ratio schedule of food reinforcement. The lesions, 
which caused a significant depletion of serotonin 
and its chief metabolite 5-hydroxyindoleacetic 
acid in the forebrain, markedly enhanced the 
disruptive effects of a subthreshold of LSD on 
this behavior. 15 references. (Journal abstract 
modified) 


087470 Barnes, D. T.; Whitaker, L. H.; Seal, 
Eric. Victoria Branch Committee, Australian and 
New Zealand College ofPsychiatrists, Victoria, 
Australia The uses and abuses of L.S.D. and other 
hallucinogenic drugs. Australian and New Zealand 
Journal of Psychiatry (Carlton). 4(4):170-173, 1970. 

A report is presented on the uses and abuses of 
LSD and other hallucinogenic drugs by the Vic- 
toria Branch Committee of the A.N.Z.C.P. Aus- 
tralian and New Zealand College of Psychiatrists 
as a result of a questionnaire sent to 19 
psychiatrists who hold licenses to use hallu- 
cinogenic agents. About 4,000 patients were 
treated py the 11 psychiatrists who replied. Good 
results ‘of use of hallucinogenic drugs were re- 
ported in cases where there was high motivation 
and good rapport. Most of the psychiatrists 
preferred psilocybin to facilitate psychotherapy. 
The committee concluded that the use of hallu- 
cinogenic drugs is justified. Appendices on LSD 
and chromosomes and moral and ethical con- 
siderations in the use of hallucinogenic drugs are 
attached. 


087530 Fisher, Gary; Martin, Joyce. School of 
Public Health, 21-293 Center for Health Sciences, 
University of California, Los Angeles, Calif. 90024 
The psychotherapeutic use of psychodysleptic 
drugs. Voices. 5(4):67-72, 1970. 

The role of the psychotherapist in the therapeu- 
tic use of psychodysleptic drugs is discussed. The 
basic goal of the psychedelic approach is to have 
the individual experience a transcendental state of 
consciousness. He perceives illimitable worth in 
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his essential self, and it becomes easier for him to 
accept the previously known self as an imperfect 
reflection of this. Many conflicts rooted in lack of 
self-acceptance are cut off at the source and as- 
sociated neurotic behavior patterns die. The 
psycholytic approach uses the altered state of 
consciousness to do the more traditional 
psychotherapeutic work of resolution of in- 
trapsychic conflict. The therapist working with 
psychodysleptic drugs must have had considerable 
exposure to altered states of consciousness, and 
must understand the language and symbolism of 
various levels of integration of awareness. The 
conclusion describes a 20 year old male paranoid 
schizophrenic who underwent psycholytic treat- 
ment and was thereafter no longer schizophrenic, 
achieved a heterosexual relationship, and con- 
tinued with his education. 19 references. 


089045 Loew, D. M.; Depoortere, H.; Vigouret, J. 
M. Medizinisch-Biologische Forschung, Sandoz AG, 
CH-4000 Basel, Switzerland Effects of D-lysergic 
acid diethylamide (LSD-25) and 2-brom-D-lysergic 
acid diethylamide (BOL-148) upon behavioral sleep 
in rats./ Wirkungen von D-Lysergsaurediathylamid 
(LSD-25) und 2-Brom-D-Lysergsaurediathylamid 
(BOL-148) auf das Schlafverhalten der Ratte. 
Archiv fur Pharmakologie (Berlin). 266(4/5):394- 
395, 1970. 

In rats, LSD-25, 0.land img/kg i.p. leads to a 
delay in onset of the quiet sleep phase and an in- 
creased intensity of the sudden movements of the 
disturbed sleep phase. BOL-148, 1 and 3mg/kg ip. 
does not delay onset of quiet sleep or disturbed 
sleep, but does intensify sudden movements. 
Pretreatment with 3mg/kg ip. or twice that 
amount of BOL-148 (27 and 3 hours before LSD- 
25) prevents the LSD action of delaying the onset 
of the disturbed sleep phase, but does not affect 
the movement intensity of this phase. Thus, BOL 
does not elicit the primary phase effects of LSD. 
This difference in action between LSD and BOL 
can be attributed to the difference in effect of 
these compounds upon serotonin. 3 references. 


13 MECHANISM OF ACTION: 
PHYSIOLOGICAL, BIOCHEMICAL AND 
PHARMACOLOGICAL 


085757 Russell, Roger W. Department of 
Psychobiology, California University, Irvine, 
California Effects of drugs on somatic activity and 
human responses. Springfield, Va., NTIS, AD- 
718395, 1970. 35 p. PC:$3.00 MF:$.95. 
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The general purpose of the research was to 
search for general principles of site and mode of 
action of drugs. In the long run, this sort of 
research should help clarify the relation between 
bodily state and behavior. The pharmacological 
approach may be regarded as a direct way of 
manipulating bodily state. The research is viewed 
as a continuing two-pronged attack on; a) somatic 
responses (autonomic and skeletal) and b) the use 
of drugs as tools in varying biochemical events 
within the body which could be the substrates of 
these responses. (Journal abstract -GRA) 


086350 Sourkes, T. L.; Missala, Krystyna; 
Oravec, M.; Roberge, Andree. Laboratory of 
Chemical Neurobiology, Department of Psychiatry, 
McGill University, Montreal, Canada A novel 
method of reducing the concentration of brain 
serotonin: use of alpha-methyltryptophan. Laval 
Medical (Quebec). 41(7):897-898, 1970. 

Alpha-methyltryptophan (AMTP), which 
decreases the concentration of serotonin in the 
brain, is considered as a possibly useful tool in 
biochemical and psychopharmacological experi- 
ments concerned with the study of neurological 
syndromes, mental depression, and sleep --states 
in which serotonin is thought to have important 
roles. AMTP induces an increase in the activity of 
tryptophan pyrrolase in the liver, but leads to a 
modest decline in the concentration of serotonin, 
a metabolite of tryptophan, in the brain. Adminis- 
tration of AMTP also reduces the concentrations 
of serotonin and 5-hydroxy-indoleacetic acid (5- 
HIAA) in the small intestine. In studies of the in- 
teraction between AMTP and reserpine, it was 
found that: AMTP used alone produced greater 
decreases in S5S-HIAA (62%) than in serotonin 
(40%); reserpine alone produced greater decreases 
in serotonin (77%) than in 5-HIAA (39%); and 
used together the decreases were 42%serotonin 
and 77% 5-HIAA. If alpha-methyl-tryptamine is 
formed in the brain and other organs from AMTP, 
its presence there may account for the decreased 
level of 5-HIAA. It is conceivable that some 
AMTP is converted to the 5-hydroxy analogue, a 
compound causing depletion of noradrenaline of 
the brain and heart. 20 references. 


086351 Barbeau, Andre. Departement de Neuro- 
biologie, Institut de Recherches Cliniques de Mon- 
treal, Montreal, Canada /Biochemistry and treat- 
ment of Parkinsonism./ Biochimie et traitement de 
la maladie de Parkinson. Laval Medical (Quebec). 
41(7):902-905, 1970. 
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A discussion is presented of significant 
biochemical and clinical data confirming the 
hypothesis that dopamine plays a significant role 
in the pathogenesis of abnormal movements and 
extrapyramidal disorders in Parkinsonism. Until 
recently the treatment of Parkinsonism was 
limited to the use of synthetic anticholinergics or 
antihistaminics, or stereotaxic surgery. Since 
1961, however, the use of L-dihydroxyphen- 
ylalanine (L-DOPA) has completely changed the 
clinical picture. The successful results of the 
therapeutic use of L-DOPA, which will soon be 
complemented by the use of adjuvants or 
analogous drugs (inhibitors of peripheral dopa- 
decarboxyylase) will permit an easier, more effi- 
cient, and less delicate therapy. 52 references. 


086987 Nies, A.; Simpson, G. M. Department of 
Psychiatry, University of Vermont College of 
Medicine, Burlington, Vermont 05401 Histamine 
wheal formation and schizophrenia. International 
Pharmacopsychiatry (Basel). 5(1):27-34, 1970. 

This study was done to compare histamine sen- 
sitivity among several schizophrenic groups and 
controls, and to analyze the relationship of age, 
duration of hospitalization and severity of illness 
to histamine sensitivity. Chronic schizophrenic pa- 
tients were found to exhibit an insensitivity to in- 
tradermally injected histamine. They differed in 
this regard from schizophrenics ill with a first 
episode and from patients suffering from organic 
brain syndromes. The finding does not seem to be 
related to age or duration of institutionalization; 
there is a suggestion that the degree of insensitivi- 
ty may be correlated to the degree of functional 


disability. 18 references. (author abstract 
modified) 


087793 No author. author address not given Study 
explores role of biogenic amines in depression. 
Journal of the American Medical Association. 
214(2):249, 1970. 

To identify different types of depression that 
respond to specific drugs, levels of monoamine 
oxidase (MAO) were studied for their possibly im- 
portant regulatory role in affective disorders. Stu- 
dies were made of blood samples drawn for 
plasma and platelet MAO assays from 68 male 
and 54 female subjects ranging in age from 21 to 
84 years, and hindbrains were also obtained from 
34 autopsies for bisectioning. MAO levels ap- 
peared to be age-related and probably sex-related, 
consistent with clinical observations on the in- 








cidence of depressive illnesses in the population. 
Results were also consistent with the hypothesis 
that central nervous system levels of the biogenic 
amines may serve as predisposing factors in the 
development of clinical depression, although the 
phenomenon is probably only one of several 
operating factors in the pathogenesis of depres- 
sion, and much further work is needed. The 
findings raise questions about the types of drugs 
used in depression therapy. Study was conducted 
by Donald S. Robinson, MD, a clinical phar- 
macologist at University of Vermont College of 
Medicine. 


088221 Clark, Mervin L.; Kyriakopoulos, Adrian; 
Ragland, Robert E. Experimental Therapeutics 
Unit, University of Oklahoma Medical Center, 
Norman, Oklahoma 73069 Chlorpromazine in 
chronic schizophrenic women: its effect on thyroid 
and liver function in relation to serum cholesterol 
concentration. Pharmacologia Clinica (Berlin). 
2:227-230, 1970. 

The effect of treatment of chronic 
schizophrenic women with chlorpromazine on 
thyroid and liver function in relation to serum 
cholesterol is investigated in a controlled clinical 
trial. Fifty three chronic schizophrenics were 
treated with either chlorpromazine (N=35) or 
placebo (N=18). The mean serum cholesterol con- 
centration increased by 8mg per 100 ml in the 
chlorpromazine group while declining 30mg per 
100ml in the placebo group. The adjusted mean 
difference in the analysis of covariance (26mg per 
100ml) was statistically significant and in general 
agreement with previous findings attributing 
hypercholesterolemic activity to chlorpromazine. 
Thyroid and liver function in this group of pa- 
tients remained relatively undisturbed and did not 
account for the cholesterol changes. 16 
references. (Author abstract modified) 


088611 Nagai, Hisayuki; Ito, Kenbi; Fuse, 
Yuichiro; Uematsu, Sogo. Department of Neu- 
ropsychiatry, Nihon University School of Medicine, 
Tokyo, Japan Correlation between the changes of 
EEG, pupilles and blood pressure due to in- 
travenous injection of chlorpromazine: chlor- 
promazine test. Brain and Nerve (Tokyo). 
22(8):927-930, 1970. 

In order to determine differences in individual 
reactions to chlorpromazine, the following test 
was conducted. Chlorpromazine, 0.5mg/kg was 
given intravenously to 38 of schizophrenic pa- 
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tients. EEG and various autonomic functions 
were investigated every 2 minutes for half an 
hour. Alpha waves in the EEG and constriction of 
pupills responded most sensitively to chlor- 
promazine. The patients were found to divide into 
2 clear groups, one sensitive group and the other 
not sensitive (dull group) and they were charac- 
terized as follows: sensitive group, percent of 
decrease of alpha waves less than 40% and myo- 
sis rate less than 40%; dull group, percent of 
decrease of alpha waves greater than 40% and 
myosis rate greater than 40%. The percent of 
decrease of alpha waves and myosis rate were 
made by comparison with the changes before and 
after injection of chlorpromazine. 11 references. 
(author abstract modified) 


089029 Onodera, Isao. Department of Psychiatry 
and Neurology, Hokkaido University School of 
Medicine, Hokkaido, Japan Neuroendocrinological 
study in chlorpromazine treated rats. Psychiatria et 
Neurologia Japonica (Tokyo). 72(12):1123-1145, 
1197, 1198, 1970. 

Sudden death occurring during long-term ad- 
ministration of phenothiazine derivatives has been 
reported in recent years. In this study the effect 
of chlorpromazine on the diencephalo-pituitary 
adrenocortical function is discussed from the neu- 
roendocrinological aspect. Chlorpromazine (CP) 
was acutely or chronically administered i.p. to 
Wistar-King strain male rats. The plasma cor- 
ticosterone level (plasma CS level) was used as 
the index of the secretion of ACTH. The results 
were as follows: when various doses of CP were 
acutely administered, a dose of CP of more than 
6mg/kg acted as the ACTH release stimulator, 
and 15mg/kg of CP in one dose did not change the 
circadian rhythm of the plasma CS level; and 
chronic administration of a small dose of CP 
(3mg/kg i.p. for 21 days) did not change the cir- 
cadian rhythm of the plasma CS level. In case of 
chronic administration of a large dose of CP 
(15mg/kg i.p. for 30 days): the circadian rhythm of 
the plasma CS level disappeared after the 18th 
day of the administration, but its rhythm resumed 
at the 7th day after the cessation of the adminis- 
tration for 30 days; significant rises of the plasma 
CS level to the exogenous ACTH, lysine-8- 
vasopressin, systemic stresses and neurogenic 
stresses were observed, aud by the treatment of 
dexamethasone the plasma CS level was signifi- 
cantly inhibited as much as in the controls; and 
the plasma CS level rose significantly to insulin 
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induced hypoglycemia which persisted longer as 
compared with that of the controls. These results 
suggest that the hypothalamo-pituitary-adrenocor- 
tical response to various stresses remains intact in 
chronically CP-treated rats. It appears that a func- 
tional change in the limbic system and midbrain 
reticular formation, especially in the hippocam- 
pus, is induced by the chronic administration of 
CP. 93 references. (author abstract modified) 


14 MECHANISM OF ACTION: BEHAVIORAL 


081631 Sprague, Robert L.; Barnes, Kenneth R.; 
Werry, John S. Children’s Research Center, 
University of Illinois, Champaign, Illinois 61820 
Methylphenidate and thioridazine: learning, reac- 
tion time, activity, and classroom behavior in 
disturbed children. American Journal of 
Orthopsychiatry. 40(4):615-628, 1970. 

A study determined the effects of a stimulant 
(methylphenidate) and a tranquilizer (thioridazine) 
on the behavior of 12 emotionally disturbed un- 
derachieving boys (mean age 94.2months) in spe- 
cial education classes, using learning, reaction 
time, and activity level as dependent laboratory 
measures. Repeated measures on the subjects on 
3 factors were used: (1) drug (methylphenidate, 
placebo, and thioridazine); dosage (low and high); 
and number of stimuli displayed. Neither the per- 
son administering the drug, the experimenter test- 
ing the subject, nor the subject himself knew 
what medication was administered. Results in- 
dicated that methylphenidate produced signifi- 
cantly higher accuracy scores in learning, lower 
activity levels, and faster reaction time than either 
thioridazine or placebo. In classroom observation 
of behavior, attention -on - task ratings, teacher 
initiated contacts, pupil initiated contacts, and 
quality of day ratings were all significantly higher 
for children under methylphenidate, representing 
increased attention and cooperative behavior in 
the classroom. 44 references. 


082090 Ojeda, Pedro A. Ingham County Chil- 
dren’s Psychiatric Day Hospital, Lansing, Michigan 
Treatment with thioridazine of emotionally 
disturbed children in a day hospital. Michigan 
Medicine. 69(5):215-217, 1970. 

Thirty five children who were emotionally 
disturbed (childhood schizophrenia, 21; minimal 
brain damage, 8) were studied on a double-blind 
and random basis to test the effectiveness of 
thioridazine in conjunction with psychotherapy. 
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The drug was administered in liquidform in fruit 
juice, as was the liquid placebo. Of the 20 chil- 
dren receiving thioridazine, all improved. Of the 
15 children on placebo, 7 failed to show any im- 
provement at all. Improvement was characterized 
by a decrease in aggressive behavior, rage out- 
bursts and anxiety and was accompanied 
frequently by increased attention span leading to 
better adjustment in the school, home, and 
hospital environment. No serious side-effects or 
abnormal laboratory values were observed during 
the study. 6 references. 


082173 Shaskan, Donald A.; Miller, Edward R.; 
Sears, David R. Veterans Administration Hospital, 
San Francisco, California’ Does Noludar 
(Methyprylon) change dreams? Behavioral Neu- 
ropsychiatry. 1(11-12):22-24, 9, 1970. 

Following reports from patients that they were 
experiencing changes in their dreams after taking 
Noludar (Methyprylon), 20 chronically ill men 
under the age of 56 complaining of insomnia were 
studied. The hypotheses tested were: Noludar 
would affect the feelings of patients while dream- 
ing, the dreams would be utilized to preserve 
sleep, and there would be a reduction in anxiety 
and depression. Ten subjects completed the study 
which consisted of 2 phases. These consisted of 
42 days on Noludar and 42 days on placebo. On 
the drug there was a slight increase in anxiety and 
more frequent reporting of depression. Also fewer 
dreams were reported in the drug phase. The pa- 
tients reported both becoming more sleepy before 
going to bed and awakening, and getting out of 
bed less often. 3 references. (author abstract 
modified) 


082410 Coons, W. H.; Annis, Helen. Department 
of Psychology, York University, Toronto, Ontario, 
Canada Worthington and perceptual defensiveness. 
Canadian Journal of Behavioural Science 
(Toronto). 2(4):333-335, 1970. 

A brief rebuttal is presented to Worthington’s 
critique of the article “Tranquillizers and percep- 
tual defensiveness‘ by Coons and Annis (1969). It 
is argued that the concern is with the impact of 
chlorpromazine on social learning, especially 
psychotherapy, and verbal response must be the 
focus. Also, the relationships between perceptual 
and response processes are much more complex 
than Worthington acknowledged. It is claimed, 
primarily, that the original study raises serious 
questions about the belief that tranquillizers make 
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an individual more amenable to psychotherapy. 10 
references. 


082411 Worthington, Alan G. Trent University, 

» Ontario, Canada A_ note on 
‘Tranquillizers and perceptual defensiveness‘. 
Canadian Journal of Kehavioural Science 
(Toronto). 2(4):330-332, 1970. 

In a criticism of an article by Coons and Annis 
(1969) on the effect of tranquillizers, specifically 
chlorpromazine, on the perceptual defensiveness 
of mental patients, it is argued that because of 
methodological problems, which lead to a con- 
founding of perceptual and response effects, the 
data of the Coons and Annis study do not lead 
unequivocally to the conclusions reached. Further 
it is suggested that the method of analysis utilized 
is not strictly appropriate for testing the most per- 
tinent hypothesis, that is, concerning the interac- 
tion of drug condition times testing session. 8 
references. 


082954 Ilyin, E. A.; Egorov, B. B. Institute of 
Biomedical Problems, Moscow, U.S.S.R. 
Psychophysiological aspects of extended exposure of 
man to an environment with deprivation. 
Aerospace Medicine. 41(9):1022-1024, 1970. 

It was demonstrated in an experiment with Rus- 
sian polar explorers that application of specific 
drugs may reduce the level of unfavorable 
changes in the neuropsychic activity of men living 
long under conditions of sensory deprivation. 
Hypoxic atmosphere may act as a medium which 
alleviates environmental factors, e.g.,isolation, 
hypokinesia, and monotony, on the central ner- 
vous system. The data of the experiment may be 
useful for medical support of extended manned 
space missions. The investigation was conducted 
during wintering at the Soviet Research Antarctic 
Station ‘Vostok* in 1968. The 16 polar explorers 
lived for 12 months under conditions of isolation. 
Favorable results of drug treatment included the 
disappearance of affective lack of restraint and 
helped eliminate nervous fatigue during 
monotonous work or games. The people were in 
better moods, achieving peace of mind. Conflicts 
among staff members practically disappeared. 
Distinct asthenic symptoms were detected in most 


experimental subjects only at the end of the. 


seventh month, whereas in controls they 
developed much earlier. The symptoms in con- 
trols were greater in number and diversity. The 
repair drugs, trioxazinum, and antiasthenic drugs 
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were administered during 3 periods in the 9 
months of the experiment. 11 references. 


083317 Letourneau, Jacques; Belanger, David. 
Ecole d’Optometrie, Universite de Montreal, Mon- 
treal, Canada /Effects of meprobamate on the 
school achievement of cerebral palsied children./ 
Effets du meprobamate sur le rendement scolaire 
de paralytiques cerebraux. Canadian Journal of 
Behavioral Science (Toronto). 2(4):274-278, 1970. 
In order to evaluate the effects of meprobamate 
on the school achievement of cerebral palsied 
children, 800 mg of the drug were given every day 
to 11 patients over a period of 10 weeks. During 
that time, an equivalent group of 11 Ss were 
treated with placebo. All the Ss had previously 
received the same dosage of placebo during 10 
weeks, in order to have a double control and to 
compare Ss with themselves. At the end of the 
academic year, the global school results of the 
athetoids of the experimental group are better. 
Such differences are not observed among the 


spastic children. 12 references. (Journal abstract 
modified) 


084806 Zung, William W. K. VA Hospital, Fulton 
St. and Erwin Rd., Durham, N. C. 27705 The 
pharmacology of disordered sleep: a laboratory ap- 
proach. Journal of the American Medical Associa- 
tion. 211(9):1532-1534, 1970. 

To further delineate the relationship between 
sleep disturbance and drug action, a synthesis of 
knowledge and hypotheses from several areas of 
science is presented. The goal of the approach is 
evolution of a basis for treatment of various 
states of disordered sleep. The discussion in- 
cludes: disturbances present in clinical disorders; 
the relationships of brain functioning to sleep 
disturbance; different effect of various 
psychotropic drugs on brain functions; and effects 
of psychotropic drugs on sleep. Data is presented 
both in graphic and tabular form to support verbal 
comments given in the presentation, including: 
characteristics of all - night sleep in various sub- 
ject groups, electroencephalographic and elec- 
trooculographic tracings, neurophysiology of 
sleep, action of psychotropic drugs on the brain, 
effects of psychotropic drugs on all - night sleep 
of normal and psychiatric subjects, and phased 
comparisons of sleep patterns in one patient 
treated with desipramine. 
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085453 Zozula, Jacobo Krasovsky; Melo R., Guil- 
lermo; Galvan, Rigoberto Villanueva. Clinica de la 
Conducta de la S.E.P., Mexico /Amitriptilina in the 
treatment of enuresis./ La amitriptilina en el 
tratamiento de la enuresis. Revista de la Clinica de 
la Conducta (Mexico). 4(7):16-26, 1970. 

Results are obtained from 30 children who had 
symptoms of enuresis. The etiological factors 
were investigated from an organic and psychologi- 
cal point of view. A double-blind method is 
described in which amitriptiline has proven useful 
in treating children who had symptoms of enure- 
sis together with emotional problems and who 
showed signs of depression. Other studies which 
focused on explaining enuresis and various treat- 
ments used for it are mentioned. 16 references. 


085454 Cuanalo G., Filemon; Macias, Guido. 
Clinica de la Conducta de la S.E.P., Mexico 
[Investigation on a new anticonvulsive product 
R0S4023./ Investigacion sobre un nuevo producto 
anticonvulsivante R054023. Revista de la Clinica de 
la Conducta (Mexico). 4(7):60-67, 1970. 

The research results are presented on a new 
product, Benzodiazepinic, which possesses mainly 
anticonvulsive properties which may be used 
secondarily as an anxiety reducer and tranquilizer. 
A selection was made of cases which were sub- 
jected to complete clinical, psychometric, 
pedopsychiatric, and economosocial study. Even 
though indications were principally those con- 
cerned with petit mal epilepsy or its equivalents, 
experiments were also performed on grand mal 
cases. The results are not yet definitive and it will 
be necessary to investigate more cases and effect 
longer observation. Although the present study 
has had a duration of only 6 or 7 months, the 
general impression is that it is a good anticonvul- 
sive drug superior to others of its type and that it 
was effective in a majority of cases. These effects 
were proven both clinically and by electroen- 
cephalogram. In addition, improved scholastic 
performance was observed in most cases. Its ef- 
fect on aggressiveness was not very favorable nor 
was its anxiety reducing action. Side effects were 
minimal and occasionally produced somnolence 
and ataxic phenomena which disappeared upon 
modification of the dosage. In accordance with 
the observations noted at the conclusion of this 
study, specific modifications in the electroen- 
cephalographic waves as well as the results of 
psychometric retests will be presented at a later 
date. (Journal abstract) 
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085456 Cervantes-Leon, G.; Gonzalez-Gonzalez, 
J.; Padilla-Nibra, J.; Lopez-Gomez, M. R. Hospital 
Psiquiatrico ‘Dr. Fernando Ocaranza‘, S.S.A., 
Mexico /Child neuropsychiatry and _ neu- 
ropsychopharmacology./ Neuropaidopsiquiatria y 
neuropsicofarmacologia. Revista de la Clinica de la 
Conducta (Mexico). 4(7):39-59, 1970. 

An operational classification is established 
based on a psychiatric review of the most used 
neuropsychopharmacological products emphasiz- 
ing their properties and their action on the 
behavioral processes and the integration of other 
general cerebral functions or associated cerebral 
damage. Special interest is placed on the selective 
action of benzodiazepan derivatives on the neu- 
rophysiological structures and mechanisms in- 
volved in aggression as well as on the activating 
action of aliphatic phenothiazines on the EEG of 
children with temporal lobule disturbances. It is 
also pointed out that the piperidilic phenothiazines 
are those best employed for children because 
their tolerance of it is, generally speaking, 
satisfactory. There is also a brief preliminarymen- 
tion of the use of pipamperone which has demon- 
strated that its action on children with behavior 
disturbances is distinctly superior to that of other 
butirophenones and that its tolerance is good. 73 
references. (Journal abstract) 


085756 Federation of American Societies for Ex- 
perimental Biology. Bethesda, Maryland A review 
of the biomedical effects of marihuana on man in 
the military environment. Springfield, Va., NTIS, 
AD-718083, 1970. 100 p. PC:$3.00 MF:$.95. 

The review documents in detail the current 
state of knowledge of the effects of marihuana on 
man. The study examines the _ relationships 
between marihuana use and performance of the 
man in a military environment and identifies op- 
portunities for future research by the Army in this 
field. The scope of the study includes the botany 
and phytochemistry of Cannabis sativa, isolation, 
characterization, and synthesis of the plant con- 
stitutents, the pharmocology of these compounds, 
and the need for quantitative estimation of the 
tetrahydrocannabinols and their derivatives in 
biological samples. The review includes a descrip- 
tion of behavioral tests used to measure 
marihuana effects, the influence of an individual’s 
expectations, and effects of environmental setting 
on human subjects. The anecdotal literature on 
marihuana is being replaced by reports of con- 
trolled laboratory studies; however, investigations 
that measure performance in real life situations 
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are required to answer crucial military questions 
on marihuana effects. Information on the chemis- 
try, pharmacology, and behavioral effects of 
marihuana that is necessary for these future stu- 
dies is being developed at the present time. 
(Journal abstract -GRA) 


086039 Marishchuk, V. L. Scripta Technica, Inc., 
Washington, D.C. Stability of psychic functions 
during prolonged confinement to bed. In: Genin, 
A., Problems of Space Biology. Springfield, Va., 
NTIS, N70-42872, 1970. 271 p. (p. 175-183) Vol. 13. 

Undesirable changes in the psychic functions 
were investigated in relation to vegetative shifts. 
The subjects generally retained operational effi- 
ciency and matched their original scores or im- 
proved on them as a result of training in tests of 
memory, the stability, distribution, and transfer of 
attention, sensorimotor reactions, accuracy of 
time interval judgment, and mentation efficiency. 
Some of the minor changes had an initial ten- 
dency toward deterioration, with a subsequent im- 
provement of the indicators on the function mo- 
bilization pattern, resembling the anxiety reaction 
to a state of stress, especially during periods 
when psychopharmaceuticals were being given. 
The detrimental changes were less frequent in the 
groups who performed physical exercises. The 
decrease in emotional stability and the increase in 
the numbers of errors are explained by 
preferential weakening of the inhibitory process. 
references. (Journal abstract - STAR) 


086780 Nibra, J. Padilla; Leon, G. Cervantes; 
Gonzales, J. Gonzales. Hospital Psiquiatrico ‘Fray 
Bernardino Alvarez‘, SSA, Mexico /Mesoridazine 
in the control of behavior disorders in children./ La 
mesoridazina en el control de los trastornos con- 
ductuales de la infancia. Revista de la Clinica de la 
Conducta (Mexico City). 3(6):76-81, 1970. 

Oral administration of 15 to 30mg mesoridazine 
daily, for a period of 6 months, produced favora- 
ble response in 70% of 30 private patients (aged 7 
to 12 years) with various behavior disorders. Chil- 
dren with abnormal EEG exhibited a _ higher 
degree of improvement than those with normal 
EEG. Twenty percent of the patients failed to 
respond to treatment while exacerbation was 
noted in the other 10%. The best response was 
obtained against restlessness, aggressiveness and 
anxiety. Moderate somnolence and slight ataxia 
were the only side-effects observed. The results 
suggest that mesoridazine is highly beneficial in 
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controlling behavior disorders in children. 21 
references. 


087658 Muratorio, A.; Murri, L.; Cerone, G. 
Istituto Universitario Medicina e Chirurgia, 
L’ Aquila, Italy /A polygraphic study of the night 
sleep of Parkinsonian patients: effects of treatment 
with levo-dopa./ Indagine poligrafica del sonno not- 
turno nelle sindromi Parkinsoniane: effetti del trat- 
tamento con le Rivista di Neurobiologia 
(Arezzo). 16(4):361-376, 1970. 

A polygraphic study of the night sleep of 10 
Parkinsonian patients is reported. L-dopa treat- 
ment was started in 6 patients after the baseline 
night; the daily dose of 1500mg was reached by 
gradual increment after the tenth day and 3000mg 
after the twentieth day. At the same time, all 
night control recordings were effected. The 
results indicate that the pattern of sleep in Parkin- 
sonian patients is almost the same as in normal 
aged subjects, differing only in a greater reduc- 
tion of the stage IV and for a decrease of the 
stage REM. L-dopa treatment did not significantly 
change the various stages of sleep; only a light 
awakening action for several spontaneous 
awakenings during the night and for the increased 
stage I was noticed. 37 references. (journal ab- 
stract modified) 


087679 Sylvester, John. Elgin Ave, London W. 9, 
England Apparent movement as a_ constancy 
phenomenon. Studia Psychologica (Bratislava). 
12(1):51-59, 1970. 

Stimulant and depressive drugs were used in an 
experiment on the effect of such drugs on ap- 
parent movement phenomena. The depressant 
drug sodium amytal lowered the simultaneity 
movement threshold and raised the succession 
movement threshold. Dexedrine had the reverse 
effect, with the placebo condition in between. 
Thus the predictions from the learning theory of 
apparent movement were borne out while those 


from satiation theory were not. 37 references. 
(journal abstract) 


088438 Leger, J.-M.; Garoux, R.; Drucker, H. 
C.H.U., Limoges, France /Remarks on the use of 
Clomipramine (Anafranil) in certain acute deliriant 
psychoses (without a clear depressive element)./ 
Remarques sur [utilisation de !a Clomipramine 
(Anafranil) dans certaines psychoses delirantes 
aigues (sans element depressif net). 2(5):777-784, 
1970. Annales Medico-Psychologiques (Paris). 
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The effectiveness of Clomipramine in deliriant 
psychoses was assessed. It was found that: im- 
provement in contact increased the possibility for 
successful psychotherapy; it proved effective in 
the cure of some cases of chronic deliriant 
psychosis; it proved a useful adjunct to other ef- 
fective chemotherapeutic agents; and it may lead 
to a better understanding of the pathogenesis of 
certain deliriant conditions. 


088995 Rothschild, B. Rieterstrasse 53, CH-8002 
Zurich, Switzerland /Psychiatric-clinical experience 
with an antiandrogen preparation./ Psychiatrisch- 
klinische Erfahrungen mit einem Antiandrogen- 
praparat. Schweizerische Medizinische 
Wochenschrift (Basel). 100(45):1918-1924, 1970. 
The clinical effects of the antiandrogen 
cyproterone acetate (SH 714) was studied in 27 
patients (10 female and 7 male) in the psychiatric 
hospital, on an outpatient basis and in prison. In 
accordance with the criteria adopted with regard 
to patient material, indications and therapeutic ef- 
fects, the following results were observed: a 
marked response to the therapy was seen in 8 out 
of 10 cases with a clearcut and strict indication, in 
6 out of 7 cases with a wider, symptomatic indica- 
tion and in 4 out of 10 cases with an extended in- 
dication. Tolerance of the drug was very good, 
the side-effects taking the form of vertigo, sweat- 
ing, headache and (in females) amenorrhea and in- 
stant bleeding after the interruption of treatment. 
This study further confirms the chiefly antian- 
drogenic and progestational - antigonadotropic ef- 
fect described by other authors. In the majority of 
cases sexual potency returned 3 to 4 weeks after 
withdrawal of the drug and in 2 cases the drug’s 
psychosexual effect persisted for more than 6 
months after the end of therapy. The effects of 
the drug on hypersexuality, symptomatic hyper- 
sexual irritation and psychotic phenomena of 
hypersexuality are discussed. This directs atten- 
tion beyond the known and tried range of indica- 
tions to the effect of antiandrogens on erotically 
conditioned aggressivity and delusional sexual im- 


pulses and obsessions. 27 references. (author ab- 
stract) 


089037 Roth, B.; Faber, J.; Nevsimalova, S.; 
Tosovsky, J. Neurologicka Klinika, Praha 2, 
Katerinska 30 /The influence of Imipramine, 
dexphenmetrazine and amphetaminesulphate on 
synchronous and paradoxical sleep in narcolepsy- 
cataplexy. A  polygraphic Examination./ Vliv 
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imipraminu, dexfenmetrazinu a amfetaminsulfatu 
na synchronni a paradoxni spanek u narkolepsie -- 
kataplexie. Ceskoslovenska Neurologie (Praha). 
33(1):29-35, 1970. 

The authors examined 13 patients with nar- 
colepsy accompanied by cataplexy, sleep paraly- 
sis or hypnagogic hallucinations. All patients were 
examined polygraphically 4 times: a) without 
drugs, b) after application of 50mg of imipramine, 
c) after application of 20mg of dexphenmetrazine 
and d) after application of 20mg of 
amphetaminesulphate. It was found that after the 
application of imipramine the duration of the 
paradoxical phase of sleep was markedly shor- 
tened and the period of the synchronous phase 
was lengthened proportionately. The overall dura- 
tion of sleep was not significantly changed. 
Dexphenmetrazine and amphetamine, too, signifi- 
cantly shorten the duration of paradoxical sleep, 
but the effect is less striking than that of 
imipramine. Both of these drugs also shorten the 
synchronous phase of sleep; this effect, however, 
was not statistically significant in this experimen- 
tal group. The effect of these drugs as described 
above corresponds to clinical experience. In the 
opinion of the authors all this suggests that 
cataplexy, sleep paralysis and hypnagogic hallu- 
cinations in narcoleptics are basically signs of dis- 
sociated paradoxical sleep; narcoleptic attacks on 
the other hand are mainly due to states of 
synchronous sleep. According to the statistical 
analysis the most important facts derived from 
our experiments are that the drugs studied under 
our experimental conditions (small therapeutic 
dose, the patients supine and after lunch) do not 
significantly influence the overall duration of 
sleep or wakefulness, but cause a significant 
change in the relationship of synchronous and 


paradoxical sleep. 17 references. (author abstract 
modified) 


15 TOXICOLOGY AND SIDE EFFECTS 


081539 Gurovich, I. Ya. Moskovskiy nauchno-iss- 
ledovatel’kiy institut psikhiatrii Ministerstva 
Zdravookhraneniya RSFSR, Moscow, U.S.S.R. 
/Transient exacerbations, occurring in the process 
of neuroleptical therapy./ O transitornykh obos- 
treniyakh, voznikayushchikh v protsesse neyrolep- 
ticheskoy terapii. Zhurnal Nevropatologii i Psik- 


hiatrii imeni S. S. Korsakova (Moskva). 70(6):919- 
925, 1970. 








Reports of 88 cases (15.5percent) among 566 
schizophrenic patients who were treated with neu- 
roleptical drugs (triphtazine, lyogen, metherazine, 
majeptil, navan, triperidol) in usual doses are 
given, where in the process of therapy there were 
transient exacerbations of the psychosis. These 
exacerbations were related to the appearance of 
extrapyramidal disturbances and disappeared with 
the prescription of antiparkinsonic drugs. Two 
groups of exacerbations are described: crises of 
psychomotor excitation with a sharp outbreak of 
the psychotic symptomatology (these phenomena 
are related to the appearance of extrapyramidal 
dyskinesia); a more durative exacerbation of the 
affective - paranoid or catatonic symptoms, con- 
nected with an acutely developing parkinsonism in 
combination with akatizia. Factors precipitating 
the appearance of extrapyramidal psychotic states 
in the process of therapy are: expressed neu- 
rodisleptical properties of the drug; the existence 
in patients of cerebro-organic insufficiency; and 
repeated paroxysmal and acute extrapyramidal 
disorders seen during treatment. 25 references. 
(author abstract) 


082004 Terman, David S.; Teitelbaum, Daniel T. 
University of Colorado Medical Center, 4200 East 
Ninth Avenue, Denver, Colorado 80220 Isoniazid 
self-poisoning. Neurology. 20(3):299-304, 1970. 

The case histories of four successfully treated 
patients who ingested more than 7 grams of 
isoniazid in suicide gestures are reported. The 
major findings were intractable convulsions and 
severe metabolic acidosis. Two patients were 
treated with hemodialysis using the Kolff twin 
coil artificial kidney, one was treated with 
peritoneal dialysis and forced diureses, and one 
was treated with forced diuresis alone. In two pa- 
tients, recovery was delayed by a transient clini- 
cal exacerbation after improvement during 
hemodialysis. One patient remained disoriented 
for several days following the ingestion. Two pa- 
tients developed aspiration pneumonitis. It is sug- 
gested that hemodialysis be used in isoniazid 
poisoned patients who develop seizures and 
metabolic acidosis. In addition to this treatment, 
or if it is not available, peritoneal dialysis and 
forced diuresis are also acceptable therapy. These 
patients usually require respiratory support, in- 
cluding artificial ventilation and endotracheal tube 
or tracheostomy or both. The mechanism of ac- 
tion of isoniazid and a possible explanation for 
the metabolic acidosis observed are discussed. 34 
references. (author abstract modified) 
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082016 Ryle, Anthony. University Health Service, 
University of Sussex, Brighton, England L.S.D. in 
psychiatry. Lancet (London). No. 7678:877-878, 
1970. 

In a letter to the editor, 4 cases of delayed 
psychosis following LSD use are described. It is 
frequently impossible to distinguish the manifesta- 
tions of personality disorder and psychiatric ill- 
ness from those of continued drug use; however, 
in the cases cited, the onset of effects presumed 
to be similar to those of LSD was observed some 
time after administration of the drug. Symptoms 
included suicidal anxiety, confusion, perceptual 
distortion, hyperactivity and thought disorder. 
The long-term effects of LSD may contribute sig- 
nificantly to psychiatric morbidity; and the burden 
of proof of the drug’s safety is on its proponents. 


082017 Blackwell, Barry; Schou, Mogens. Depart- 
ment of Psychiatry and Pharmacology, Cincinnati 
General Hospital, Cincinnati, Ohio 45229 Lithium. 
Lancet (London). No. 7678:875-876, 1970. 

In a letter to the editor, a double-blind study of 
lithium prophylaxis described by Schou in a previ- 
ous issue is criticized. In an accompanying letter, 
Schou replies to the criticism. Schou originally 
had reservations about performing such a trial on 
patients using lithium, wishing to avoid the ethical 
problems of denying them the drug. The trial he 
eventually did design is objectionable on like 
grounds. The adverse reaction to lithium 
withdrawal does not prove that there is any 
therapeutic benefit to be derived from administer- 
ing the drug to untried patients. Furthermore, 
Schou’s study was not truly blind to the patients; 
some guessed that their medication had been 
changed when familiar lithium side-effects disap- 
peared. Schou’s method of examining patients for 
drug induced changes in their condition is con- 
demned as hasty and insufficient. In his reply, 
Schou upholds the ethical and scientific sound- 
ness of his experiment design. While it is possible 
that most patients in the study upon discovering 
that their medication had been changed did dis- 
close this to the doctor, it is unlikely. Nor is it 
likely that the suspicion that their medication had 
been changed accounts for the manic and depres- 
sive reactions observed in patients. 13 references. 


082018 Thomas, D. L. C. St. Clement’s Hospital, 
Ipswich, Suffolk, England L.S.D. in psychiatry. 
Lancet (London). No. 7678:877, 1970. 

In a letter to the editor an article in a previous 
issue by Hatrick and Dewhurst is discussed. They 
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state that the possibility of delayed psychosis due 
to LSD justifies the discontinuation of the use of 
this drug in psychotherapy. Their argument is 
based on 2 cases where LSD was administered 
haphazardly without medical selection or supervi- 
sion. It is reported that in over 400 therapeutic ad- 
ministrations of LSD to 45 patients, no 
schizophrenic delayed psychosis has been ob- 
served, and such depressive reactions as have oc- 
curred were easily treated with antidepressant 
drugs. LSD is indeed not to be given to potential 
schizophrenics, but with due precautions it is safe 
and occasionally valuable in psychotherapy. 


082027 Haider, Ijaz; Oswald, Ian. Department of 
Psychiatry, University of Edinburgh, Edinburgh 
EHIO SHF, Scotland Late brain recovery processes 
after drug overdose. British Medical Journal 
(London). No. 5705:318-322, 1970. 

Though recovery of consciousness after drug 
overdose may occur within several days, the drug 
itself may not finally leave the brain for another 1 
to 3 weeks, and at this late time a withdrawal syn- 
drome can occur with insomnia, restlessness, 
raised paradoxical (R.E.M.)sleep, epileptic 
phenomena and even delirium. It is proposed that 
a high degree of drug tolerance and dependence 
can be rapidly acquired after overdose. Abnormal 
sleep features of 10 patients who received 
psychotherapeutic and social help without physi- 
cal treatment resolved only slowly over a period 
of up to 2 months after overdose. The data sup- 
port the view that R.E.M. sleep with its very high 
brain blood flow, may be specifically concerned 
with brain repair. Therefore, when psychiatric as- 
sessment is made in the day or two after recovery 
of consciousness a patient may still be very much 
under the influence of an anxiety reducing drug. 
12 references. (author abstract modified) 


082039 Nora, James J.; Vargo, Thomas A.; Nora, 
Audrey H.; Love, Kay E.; McNamara, Dan G. De- 
partment of Pediatrics, Baylor College of Medicine, 
Houston, Texas Dexamphetamine: a possible en- 
vironmental trigger in cardiovascular malforma- 
tions. Lancet (London). No. 7659:1290-1291, 1970. 
In a letter to the editor, a report in 1965 to the 
same journal concerning lack of evidence for a 
causal association between exposure to dex- 
amphetamine sulphate and congenital heart dis- 
ease (CHD) in human subjects is discussed. 
(Cardiovascular abnormalities have been produced 
by injection of dexamphetamine sulphate in 
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rats.)In view of recent data, however, the denial 
of an association between CHD and dex- 
amphetamine exposure is withdrawn. A highly sig- 
nificant difference has been detected between 
CHD and control groups with respect to maternal 
exposure to dexamphetamine. It is recommended 
that other investigators look specifically for 
further evidence of a relationship between CHD 
and dexamphetamine exposure. 5 references. 


082104 Asberg, Marie; Cronholm, Borje; 
Sjoqvist, Folke; Tuck, Dick. Department of 
Psychiatry, Karolinska Sjukhuset, 104 01 


Stockholm, Sweden Correlation of subjective side 
effects with plasma concentrations of nortriptyline. 
British Medical Journal (London). No. 5726:18-21, 
1970. 

Plasma levels of tricyclic antidepressant drugs 
vary considerably between individuals receiving 
the same amount of drug. The bearing of this 
variation on the occurrence of subjective side-ef- 
fects was investigated in 40 psychiatric inpatients 
with endogenous depressive disorders. En- 
dogenous depression was operationally defined as 
a disease characterized by the following symp- 
toms: (1) lowering of mood, without adequate 
psychological cause; (2) retardation; (3) diurnal 
variation of symptoms with amelioration in the af- 
ternoon; (4) early awakening. Plasma levels were 
determined before and during four weeks of treat- 
ment with nortriptyline 50mg. 3 times a day and 
patients were rated for subjective side-effects, the 
assessors being unaware of the plasma levels of 
the drug. Plasma levels varied widely between in- 
dividual patients, but in any given patient the 
plasma level tended to be constant over a period 
of time. The side-effects of nortriptyline 
diminished significantly with time and were in 
most cases absent during the fourth week of treat- 
ment. There was a significant positive correlation 
between plasma level of nortriptyline and subjec- 
tive side-effects. The steady state plasma level of 
a drug which is metabolized is usually a more im- 
portant determinant for its effect than dosage, 
since it reflects the amount of drug available for 
biological action. Very high plasma levels of nor- 
triptyline should presumably be avoided, since 
there is no evidence that they are needed for 
therapeuticeffect and they are potentially harmful. 


082153 Simmons, A. V.; Carr, D.; Ross, E. J. 
Medical Unit, University College Hospital, London 
W.C.1, England Case of self-poisoning with multi- 











ple antidepressant drugs. Lancet (London). No. 
7640:214-215, 1970. 

A case of self-poisoning with multiple an- 
tidepressant drugs was reported. A 19 year old 
male took a multiple overdose of drugs: 250mg 
tranylcypromine, 25mg trifluperazine, and about 
100mg protriptyline, and ate two cheese rolls. He 
was admitted to hospital in an agitated state with 
fever and very high systolic blood pressure. On 
the basis of the experience in the successful 
management of this case the following regimen is 
suggested for overdoses of this sort: phentolamine 
until a phenoxybenzamine infusion can be set up; 
sponging and control of muscular activity to 
reduce hyperpyrexia; and general measures to 
maintain vital functions. 14 references. (author ab- 
stract) 


082202 Schober, J. G.; Mantel, K. Universitats- 
Kinderklinik, 4 Lindwurmstrasse, D-8000 Munich 
15, West Germany /Lethal poisoning in children by 
of thymoleptics./ Letale Vergiftungen mit 
Thymoleptica im Kleinkindesalter. Monatsschrift 
fur Kinderheilkunde (Berlin). 118(6):340-341, 1970. 

The toxic effect of thymoleptics in the treat- 
ment of children is discussed with illustrations of 
2 such cases. The first case deals with an over- 
dose of imipramine (Tofranil) in a 2 year old girl 
who took an estimated dose of 4lmg/kg of this 
drug, which was left within the child’s reach by 
accident. The clinical symptoms are described and 
the measures taken for therapy, which included 
digitalis. However, an AV block occurred and the 
child died. The second case is that of a 3.75 year 
old girl who was poisoned by opipramol (Insidon) 
(dose of 100mg/kg) and, although she was kept 
alive for 8 days by the heart massage and 
peritoneal dialysis, she succumbed following pul- 
monary complications and heart failure. Sug- 
gestions for therapy are outlined including forced 
vomiting, anticonvulsive therapy, cardiac and cir- 
culatory therapy, intubation and_ respiration 
therapy. All this therapy must be observed under 
intensive care precautions for a period of 48 
hours. 25 references. 


083128 Dunlop, Derrick. 28 Saxe-Coburg Place, 
Edinburgh, EH3 SBP, Scotland The use and abuse 
of psychotropic drugs. Proceedings of the Royal 
Society of Medicine (London). 63(12):1279-1282, 
1970. 

The use of modern tranquilizers and 
psychoanaleptics in England is discussed and it is 
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concluded that, although drug therapy has 
produced great advances, these drugs are being 
over prescribed in ordinary practice and probably 
in hospitals as well. Barbiturates may cause occa- 
sional habituation and death from over dosage, 
but they are relatively safe; they are safer than 
tranquilizers. The ready accessibility of 
psychotropic drugs may be a factor in the increas- 
ing number of cases of accidental poisoning in 
children and self poisoning of adults. There has 
been a sharp increase in hard drug addiction in 
England. LSD does not seem to be used much as 
a diagnostic or therapeutic tool. 


083339 Dynes, John B. Department of Neurology, 
Veterans Administration Hospital, Salem, Virginia 
Oral dyskinesias--occurrence and treatment. Dis- 
eases of the Nervous System. 31(12):854-859, 1970. 

The incidence of drug induced parkinson like 
syndrome as a complication to treatment with the 
phenothiazines has been documented. The occur- 
rence of oral dyskinesias in some of the patients 
with the parkinson like syndrome was reported 
earlier. This clinical study of 1400 hospital inpa- 
tients was planned for the purpose of pointing out 
again the frequency of the drug induced parkinson 
like syndrome and particularly the occurrence of 
the oral dyskinesias, the type of patient most like- 
ly to be affected, and finally to assess the value 
of certain antiparkinson drugs in the treatment of 
severe, drug induced oral dyskinesias. Of the 1400 
patients, 200 were not and had not been taking 
the tranquilizing drugs. In the remaining 1200 pa- 
tients, it was found that 103 patients had mild to 
severe oral dyskinesias -- 69 classified as mild and 
34 as severe. Twenty two patients of this latter 
group had the most severe and persistent symp- 
toms, and are the special subjects of the study. 
Medical histories of the patients are reviewed 
briefly, and one more detailed case history is 
presented. Four antiparkinson drugs were used in 
treatment of these patients: trihexyphenidyl 
hydrochloride, benztropine mesylate, pyridoxine 
and amantadine HC1. It was found that none of 
the severe dyskinesias patients was helped ap- 
preciably by the 4 drugs. The withdrawal of the 
phenothiazines for a period of 6 months to one 
year in 10 patients resulted in a mild lessening of 
the severe oral dyskinesias but in no patient did 
the oral dyskinesias disappear. Age effects in 
metabolism of the neuroleptic drugs is discussed, 
and caution in the prescription of the 
phenothiazines for the elderly brain damaged pa- 
tient is suggested. 28 references. 
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084822 no author. author address not given Ef- 
ficacy of antiparkinson agents can lead to overuse. 
Journal of the American Medical Association. 
212(12):2033, 1970. 

Even though extrapyramidal side effects such 
as parkinson -like tremors occur in up to 50% of 
patients in a state mental hospital who are placed 
on a drug from 1 of 3 classes of antipsychotic 
agents, there is seen to be no justification for the 
common practice among psychiatrists to prescribe 
antiparkinsonism medications before patients tak- 
ing antidepressant drugs actually develop parkin- 
son -like side effects. Similarly, in a study of 111 
patients with nonorganic schizophrenia who were 
given antiparkinsonism agents along with an- 
tipsychotic drugs, little or no value was seen in 
continuing the use of the agents to supress such 
side effects after 3 months. Only 3% of the pa- 
tients, to whom the agents had been given for at 
least 3 months, later developed symptoms that 
required use of the agents again after administra- 
tion of them had ceased while continuing employ- 
ment of antipsychotic drugs. 


085043 Serise, M.; Coudray, P.; Marty, J. -C.; 
Freour, P. Faculte de Medecine, place de la Vic- 
toire, 33 Bordeaux, France /Psychomotor reactions 
to a slight alcoholemia. A comparative study on 
drinkers and normal individuals./ Les reactions 
psychomotrices a une alcoolemie legere: etude com- 
paree chez des buveurs et des sujets normaux. 
Revue D’Hygiene et de Medecine Sociale (Paris). 
18(5):491-509, 1970. 

Normal individuals and chronic alcoholics un- 
dertook a series of psychomotor tests before in- 
gestion of alcohol and after a slight alcoholemia 
of about 0.40gr per 1000. In most cases, a slight 
alcoholemia provokes a modification in _per- 
formance; and in the case of psychomotor tests, 
the simplest performances of the alcoholics are 
paradoxically improved in general (tapping, 
tremometre, electronic chronoscope, Pieron 
chronotoscope). The difference between the 2 
groups is significant in this contribution to the 
study of psychomotor methods in the state of 
need. 26 references. (journal abstract modified) 


085102 Dolmierski, Roman; Gromska, Jadwiga. 
Klinika Chorob Psychicznych AM, ul. Debinki 7, 
Gdansk 6, Poland /Encephalopathy as a sequel of 
chronic intoxication with halogen derivatives of 
aromatic hydrocarbons./ Encefalopatia w nastepst- 
wie przewleklego zatrucia chlorowcopochodnymi 
weglowodorow aromatycznych. Psychiatria Polska 
(Warszawa). 4(2):131-138, 1970. 
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Clinical examinations and a 6 year followup 
study were made with a family of 6 who had suf- 
fered intoxication with halogen derivatives of aro- 
matic carbohydrates. Several characteristic symp- 
toms, present in all of the subjects, were individu- 
ated. The prominent symptoms of the psychoor- 
ganic syndrome were impairment of drive, 
reduced psychomotor impulsion and loss of finer 
feelings. Marked deterioration of personality with 
relatively well preserved intellectual powers was 
pathognomic. All patients showed slight charac- 
teristic neurologic symptoms associated with 
marked changes in electroencephalogram. PEG 
was made in 2 cases which showed atrophic 
changes in the cortex. During the year long period 
of intoxication, the symptoms of the psychoor- 
ganic syndrome were but slightly pronounced and 
could therefore be misdiagnosed as a functional 
disorder. 8 references. (journal abstract modified) 


085106 Jarmuzek, Zdzislaw. Ponstwowy Szpital 
dla Nerwowo i Psychicznie Chorych w Miedzyrzec- 
zu-Obrzycach, Poland /Disorders of consciousness 
as a complication in nialamid treatment./ Zabur- 
zenia swiadomosci jako powiklanie leczenia ni- 
alamidem. Psychiatria Polska (Warszawa). 
4(2):157-160, 1970. 

Four out of 15 patients who had received treat- 
ment with nialamid in maximal doses of 500 to 
800mg a day showed disorders of consciousness 
in the form of delirious syndromes (in 1 case the 
delirium was fully developed, in the remaining 3 
the prodome of a delirious syndrome). In 1 pa- 
tient, the first symptoms of delirium appeared on 
the third day after cessation of nialamid treat- 
ment. None of the patients showed a rise in body 
temperature or symptoms of somatic illness or 
damage to the central nervous system. 21 
references. (journal abstract) 


085129 Deniker, P.; Colonna, L.; Cottereau, M.- 
J.; Loo, H. author address not given /Current tox- 
icomanias: clinical affects of the agents used and 
common semiological aspects./ Les toxicomanies ac- 
tuellas: effets clinique des agents usites et aspects 
semiologiques communs. Annales Medico 
Psychologiques (Paris). 2(1):70-78, 1970. 

An overview of current toxicomanias, of the 
clinical affects of agents used, and of common 
semiological aspects is presented. Described are 
the effects of marihuana, amphetamines, opium, 
heroin, morphine, cocaine, L.S.D.,codeine, an- 
titussifs, analgesices, and barbiturates. Common 
semiological aspects discussed are age, age of in- 











itation in drugs, duration of intake, method of in- 
take, motivations and personality, acute 
psychiatric symptoms, and chronic psychiatric 
symptoms. 24 references. 


085130 Deniker, Pierre. author address not given 


Psychologiques (Paris). 2(1):68-70, 1970. 

Drugs in use by the youth of France today, 
especially the hallucinogens, and the charac- 
teristics of modern toxicomanias are discussed. It 
is found that the cause is chiefly a syndrome of a 
deficit of activity. Three steps are involved in the 
treatment of the new toxicomanias: withdrawal is 
generally easy and rapid; insulin and antidepres- 
sants may be useful in treatment of the syndrome 
of deficit of activity and the final phase involves 
the readaptation to the activity and of social life. 


085338 Meier-Ruge, W. Sandoz Ltd., Basic 
Research Division, CH-4002, Basel, Switzerland 
The toxicology of neuroleptics on the eye. Acta 
Psychiatrica Belgica (Bruxelles). 70(6):688-694, 
1970. 

The toxicology of neuroleptics in the eye is 
reviewed and clinical significance of opthalmic 
damages induced by the drugs is considered. It 
has been found that the localized changes of the 
eye, induced by neuroleptics, are correlated with 
the very high content of melanin in the choroid. 
Melanin binds neuroleptics by adsorption and 
with saturation of the adsorbing capacity, an in- 
creased level of the drug can exceed the limit of 
nontoxic action. Additional factors possessing an 
adverse effect upon the eye include the drug 
dosage, duration of therapy and toxic charac- 
teristics of the drug itself. In this way, the visual 
layer of the eye, and to a lesser extent the lens 
and cornea can be damaged. An isolated atrophy 
of the optic nerve by side-effect of a neuroleptic 
drug is highly questionable. In clinical cases need- 
ing an excessive neuroleptic drug therapy, a regu- 
lar ophthalmolgoical examination is necessary. 
The possibility of eye damages induced by an 
overdosage of neuroleptics in relation to 
chloroquine treatment is less than 1%. 33 
references. (Author abstract modified) 


086205 Nahunek, K. Psychiatricka  klinika 
lekarske fakulty UJEvP, Brno, Czechoslovakia 
/Some problems of neuroleptic therapy./ K nek- 
terym otazkam neurolepticke lecby. Prakticky 
Lekar (Praha). 50(16-17):608-609, 1970. 
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Neuroleptics, which have largely replaced insu- 
lin and shock therapy, are most frequently used in 
the therapy of schizophrenic psychoses, of manic 
syndromes, of psychomotor restlessness of vary- 
ing etiology and in other psychic defects. Théir 
discontinuation leads to a marked increase in 
relapses. Complications of neuroleptic therapy, 
the oculo-cutaneous syndrome and choreiform 
dyskinesia are increasing because of increasing 
numbers of patients in long-term therapy. 
Choreiform dyskinesia has an incidence of up to 
25% in treated patients. These side-effects some- 
times do not appear until discontinuation of 
therapy. 


086443 Rouleau, Yves. Service de Medecine 
(Psychiatrie), Hopital du Saint-Sacrement, Quebec, 
Canada /Extrapyramidal accidents in treatment 
outside the hospital setting./ Les accidents ex- 
trapyramidaux an cure externe. Laval Medical 
(Quebec). 41(7):906-908, 1970. 

A description is presented of patients suffering 
from extrapyramidal disorders as a result of being 
treated with neuroleptics. The patients discussed 
fall into 3 categories: 1) those who are not under 
psychiatric care; 2) those who are referred 
directly to psychiatric care by a member of the 
family or their family physician; and 3) those 
under psychiatric care who are being treated with 
neuroleptics. The diverse reactions to given neu- 
roleptic drugs and the side affects are described 
and discussed. The prognosis of adverse reactions 
to neuroleptics is good, provided the physician 
administering the drug is aware of the potential 
side effects, and provided he apprises the pa- 
tient’s family of the contingency of such side ef- 
fects to reduce their level of anxiety when a pa- 
tient manifests reactions which they might other- 
wise interpret as deteriorating signs. 


086444 Lehmann, H. E.; Ban, T. A.; Saxena, B. 
M. Douglas Hospital, 6875 LaSalle Bivd., Verdun, 
Quebec, Canada A survey of extrapyramidal 
manifestations in the inpatient population of a 
psychiatric hospital. Laval Medical (Quebec). 
41(7):909-916, 1970. 

A study was conducted to establish the in- 
cidence of drug induced extrapyramidal signs 
(EPS) in the inpatient population of a hospital for 
the treatment of acute and chronic psychiatric dis- 
ordedrosid cirttric disorders, with special 
reference to the relationship between EPS and 
age, sex, diagnosis, length of hospitalization, and 
treatment. Seventy nine percent of the 350 pa- 
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tients whose disorders include schizophrenicinerh- 
pozihchizophrenic reaction, mental retardation, 
neurotic reaction, manic depressive reaction, 
chronic alcoholism, and pathological personality, 
developed EPS and 6.5% of the total sample 
showed bucco-oral syndrom (BOS). Drug dosage 
as a cumulative factor over a long period of 
hospitalization was most conducive to and most 
consistently operating in the production of EPS 
and BOS. Older patients receiving high dosages of 
neuroleptics developed EPS more frequently than 
younger patients and occurrence of EPS and BOS 
tends to increase over 45 in both sexes. BOS or 
akathisia tends to occur more frequently among 
female patients. It seems unlikely that the under- 
lying disease process per se contributes to the ap- 
pearance of EPS, and there appears to be a rela- 
tionship between BOS and a history of having 
received either insulin coma or electroconvulsive 
therapy. 11 references. 


086445 Ananth, J. V.; Horodesky, S.; Lehmann, 
H. E.; Ban, T. A. Douglas Hospital, 6875 LaSalle 
Blvd., Verdun, Quebec, Canada Effect of 
withdrawal of antiparkinsonian medication on 
chronically hospitalized psychiatric patients. Laval 
Medical (Quebec). 41(7):934-938, 1970. 

A study with 80 chronic hospitalized patients, 
65 schizophrenics, 3 suffering from manic depres- 
sive psychosis, 11 mental retardates, and 1 al- 
coholic, was conducted to test the effects of 
discontinuation of antiparkinsonian medication 
used to control side effects of neuroleptics on 
psychopathological symptoms and extrapyramidal 
signs. The patients were equally divided into an 
experimental and a control group. The control 
group continued antiparkinsonian medication 
while it was withdrawn abruptly from the experi- 
mental group. Following the withdrawal of an- 
tiparkinsonian medication, psychopathological 
symptoms remained unaltered and in only 4 cases 
was antiparkinsonian medication resumed because 
of the recurrence of extrapyramidal manifesta- 
tions. The results of the study suggest that clini- 
cians make periodical evaluations to determine 
whether chronic patients need to becontinued on 
antiparkinsonian medication. 12 references. 


087537 Slizewski, Mikolaj. Parkowa 7 m. 35, Bi- 
alystok, Poland /A case of phenmetrazine addic- 
tion./ Przypadek nalogu fenmetrazynowego. 


Wiadomosci Lekarskie (Warszawa). 23(5):419-421, 
1970. 
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A case study illustrates side effects of phen- 
metrazine abuse in a patient who used up to 50 
tablets daily during 8 years. The drug was 
originally used as an appetite suppressant to 
reduce weight, and later because addiction 
developed. Increased psychomotor agitation, anx- 
iety, insomnia, and psychic disturbances occurred 
in connection with the addiction. 8 references. 
(journal abstract modified) 


088568 Cornette, M.; Franck, G. Universite de 
Liege, Departement de Clinique et de Pathologie 
Medicales, Liege, Belgium /Clinical and E.E.G. ap- 
pearances of acute drug intoxication due to 
chloralose./ Aspects clinique et  electroen- 
cepphalographique de l’intoxication medicamen- 
teuse aigue au chloralose. Revue Neurologique 
(Paris). 123(4):268-272, 1970. 

Within a 3 year interval, 11 cases of acute 
chloralose poisoning have been observed and are 
discussed in the light of neurophysiological 
findings. Observations of 8 females and 3 males 
included: 6 cases of Dorcalm (180mg alpha- 
chloralose), 2 cases of Chloralosane (150mg), 1 
case of Dulcidor (200mg) and 2 cases of an unk- 
nown product. In all cases, chloralose was found 
in the urine, (the ingested dose varying from 0.64g 
to 2.88g). All the patients were admitted in a 
semicomatose state with agitation and muscular 
tremors. Accurate neurological examination was 
made difficult by the patient’s motor hyperexcita- 
bility. The E.E.G. tracings during the acute period 
were similar in all the cases and showed a parox- 
ysmal type of tracing with frequent peaks and 
slow waves. The effect of Diazepam by i.v. injec- 
tion was to efface the paroxysmal character of 
the tracing and to exhibit a delta monomorphic 
activity; the stimulations became ineffective and 


the tracing became normal within 24 hours. 16 
references. 


088618 Stoupel, N.; Monseu, G.; Cnockaert, P. 
Department de Neurologie de |’Hopital d’Ixelles, 
Brussels, Belgium /Human_ intoxication by 
chloralose./ A propos de |’intoxication humaine par 
le chloralose. Acta Neurologica Belgica (Bruxelles). 
70(3):352-358, 1970. 

The authors describe a lypical case of 
chloralose intoxication, and stress the charac- 
teristic clinical and electroencephalographical 
manifestations of this condition in which coma 
and myoclonus are associated. The case evolved 
favorably and the complications of acute edema 
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of the lungs and of circulatory collapsus, which 
are sometimes reported, did not develop. Severe 
intoxication could follow the ingestion of this 
drug which is now freely sold as a hypnotic by 
chemists in Belgium; it is also sold by others as a 
rat poison. 12 references. (author abstract) 


088707 Clancy, John; Norris, A. S.; Comly, 
Hunter; Finn, Richard. Department of Psychiatry, 
University of Iowa, Iowa City, lowa The use and 
misuse of ps drugs. Journal of the Iowa 
Medical Society. 60(2):98-105, 1970. 

Three categories of drugs which are used in the 
general hospital are discussed including: sedative 
hypnotics and minor tranquilizers, major tranquil- 
izers, and antidepressants. Many of these drugs 
can cause intoxication and a degree of depen- 
dence. Intoxication results in periods of confusion 
and ataxia, progressing to psychotic states in 
which hallucinations and convulsions may 
develop. Barbiturates used in hospitals to assure 
sleep in elderly patients can produce agitation and 
confusion. Minor tranquilizers can produce confu- 
sional episodes. Antidepressants in the elderly 
may produce levels of anxiety approaching panic 
and delusion. Monoamine oxidase inhibitors 
should be used with even greater care and should 
not be used in combination with sym- 
pathomimetics, sedatives or anesthetics. A change 
in mood, specifically depression, is a resulting 
side-effect of oral contraceptives. Initial overdos- 
ing in the most common error in the treatment of 
children with hyperkinetic syndrome. 


088999 Fouks, L. Author address not given /The 
side-effects of Moditen-retard./ Les effets secon- 
daires du Moditen-retard. Encephale (Paris). 70 
Suppl.:14-18, 1970. 

Injectable Moditen-retard has a number of ad- 
vantages over orally administered Moditen. In 
particular, Moditen-retard precludes the digestive 
difficulties usually associated with the oral medi- 
cation. Except for the period immediately follow- 
ing injection, asthenia is diminished and the pa- 
tient is stimulated. The side-effects common 
toboth medications include: passivity, constipa- 
tion, confusion, depression, neurologic effects 
such as akinetic, akinetohypertonic or excitomo- 
tor, and dyskinesia. The kinetics of action of 
Moditen and Moditen-retard are different. The an- 
tipsychotic effects are most marked between the 
2nd and 6th day, according to the severity of the 
psychosis and the dosage will last from 12 to 24 
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days. The reappearance of the psychosis is 
gradual, allowing for remedication at the patient's 
convenience. It is advisable to test the patient's 
susceptibility to the drug by using the oral medi- 
cation to control depressive symptoms which may 
arise. 


089103 Boszormenyi, Z. Mandula u. 36, Budapest 
2, Hungary /Paradoxal psychic reactions during 
lithium treatment./ Uber einige psychische 
Nebenwirkungen der Lithiumtherapie. Interna- 
tional Pharmacopsychiatry (Basel). 4(3-4):204-209, 
1970. 

The paradoxal psychic reactions which occur at 
times during the lithium treatment of cyclothymic 
manic phases is discussed. Such psychic side-ef- 
fects were observed in 4 male and 3 female pa- 
tients, characterized in the males as a lessening of 
harmonizability and adaptability of the basic per- 
sonality, and in the females as suddenly develop- 
ing amentia or anxiety states. It is possible that 
the combination of lithium and haloperidol could 
facilitate the occurrence of such transitorial 
pathological states by younger female cyclothymic 
patients. It was possible in 4 young neurotic 
females to elicit such transitorial amentia or anx- 
iety states through moderate lithium medication. 9 
references. (author abstract modified) 


089106 Bodog, J. Robert Karoly-korut 84, Kor- 
haz, Budapest 13, Hungary /Specific (in the sense 
of increased predisposition to injury of the sub- 
dominant hemisphere) distribution of the ex- 
trapyramidal symptoms in schizophrenics during 
the course of Haloperidol treatment./ Spezifische 
(auf gesteigerte Verletzbarkeit der subdominanten 
Hemisphare deutende) Verteilung extrapyramidaler 
Symptome bei Schizophrenen im Verlauf neurolep- 
tischer Behandlund. International Phar- 
macopsychiatry (Basel). 4(3-4):177-186, 1970. 

During the course of Haloperidol treatment in 
62 schizophrenics and 26 other psychotics used as 
a control group, 75% of the schizophrenics dis- 
played a left side accentuation of the ex- 
trapyramidal side-effects. In the control group a 
left side prevalence of the extrapyramidal symp- 
toms could never be observed. Among the 
schizophrenics, a peculiar segmental distribution 
of the extrapyramidal symptoms was noted. 
Based on other published observations, it is sug- 
gested that in the development of the schizoform 
symptoms the subdominant hemisphere plays a 
special role. 18 references. (author abstract 
modified) 
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086161 Brousek, Jan. Vyskumny ustav detskiy 
psychologie a patopsychologie, Bratislava /An ap- 
paratus for observing attention and perseverance./ 
Aparatura na sledovanie pozornosti a vytrvalosti. 
Psychologia a patopsychologia dieta (Bratislava). 
5(1):61-70, 1970. 

An apparatus was constructed to study the 
course of attention and perseverance in children. 
The subject’s task is to press one of 48 keys on a 
response panel according to the position of 2 lu- 
minous stimuli. The experiment can be carried out 
either with a spontaneous rhythm of response to 
the stimulus or with a directed rhythm that can be 
increased after a stress situation in the subject 
has been called forth. The apparatus is fully auto- 
matized; it has 3 programmatic devices of step- 
by-step selectors for switching light stimuli and 
differentiating the correct response and one pro- 
gram for automaticstopping of the action after 
having gone through the set up number of stimuli. 
The total of responses is registered, the number 
of correct responses and the total of stimuli are 
recorded. Time is measured by means of a stop 
watch. 1 reference. (author abstract modified) 


086984 Christoni, G. C.; Perrot, E. de; 
Niederberger, W. Policlinique psychiatrique univer- 
sitaire de Lausanne, CH-1000 Lausanne, Switzer- 
land /Research on new methods of experimentation 
with psychotropic drugs. Results of a test with a 
new tranquilizer, Nobrium, in two independent in- 
vestigations./ A la recherche de nouvelles methodes 
d’experimentation des medicaments psychotropes. 
International Pharmacopsychiatry (Basel). 5(1):54- 
72, 1970. 

A clinical study was undertaken with an anx- 
iolytic drug using an innovatory approach for both 
the method of testing and the evaluation of 
results. In the first phase of the study a series of 
109 patients were given the anxiolytic Nobrium 
and in the second phase a further series of 87 pa- 
tients were given a placebo. The administering 
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physicians were not told of the substitution of 
placebo for Nobrium in the second series. In- 
vestigations were performed to determine whether 
the tablets were taken regularly. On completion of 
treatment a statistical analysis was carried out to 
compare various parameters, such as incident of 
side-effects, influence of age, and effect on target 
symptoms in the 2 groups of patients. The results 
demonstrated clearly the considerable anxiolytic 
properties of the active drug, showing its effect 
on sleep disturbances and anxiety to be signifi- 
cantly greater than its effects on the other target 
symptoms studied and the effects of placebo. 12 
references. (author abstract) 


087312 Baranov, V. F. Otdel Psikhofarmakologii 
Moskovskogo nauchno-issledovatel’skogo instituta 
psikhiatrii, Moscow, U.S.S.R. /An attempt to 
eliminate ‘resistance‘ to aminazine by malaria 
therapy in patients with paranoid schizophrenia./ 
Popytka ustraneniya ‘rezistentnosti‘ k Aminazinu 
putem malyarioterapii u bol’nykh paranoidnoy for- 
moy shizofrenii. Zhurnal Nevropatologii i Psik- 
hiatrii imeni S.S. Korsakova (Moskva). 70(8):1251- 
1254, 1970. 


An attempt was made to eliminate aminazine 
resistance by malaria therapy in patients with 
paranoid schizophrenia. Malaria therapy was con- 
ducted in periods between aminazine treatment. 
Applying the method to 51 patients, it was as- 
sumed that it would be possible to increase the 
sensitivity to aminazine by a change in the reac- 
tivity of the organism. The clinical data during the 
period of durative use of aminazine therapy, dur- 
ing the period of malaria therapy (without 
aminazine) and in the subsequent period of 
aminazine treatment was compared. The somato- 
neurological and immunological data were also 
compared. The use of such combined methods in- 
dicated that malaria therapy changed the reactivi- 
ty of schizophrenic patients and increased the ac- 
tion of aminazine. This assumption was confirmed 
by the clinical data, changes in the blood count 
and in the vegetative nervous system as well as 
immunological indices. 17 references. (author ab- 
stract modified) 
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17 MISCELLANEOUS 


081680 Snyder, Solomon H. Department of 
Psychiatry, Johns Hopkins School of Medicine, 
Baltimore, Maryland What we have forgotten 
about pot -- a pharmacologist’s history. New York 
Times Magazine. p. 26-27, 121-126, 129-131, 134, 
December 13, 1970. 

Cannabis (marijuana) has been in use for 3000 
years, an in the light of present controversy, a 
reexamination of its use as a medicine and as an 
intoxicant is important. Beginning about 2737 
B.C.,cannabis was used extensively in the Orient 
and in India as a medicine. Western physicians 
were ignorant of it until 1839 when a British doc- 
tor documented its long use in India. Cannabis 
was safely tested on animals and then given to pa- 
tients to relieve pain, as an anticonvulsant, and as 
a muscle relaxant. In the 19th century in Europe 
and in the 1940’s in New York City, it was used 
to help withdraw patients from heroin, opium, 
and alcohol. Its use never led to addiction nor did 
it result in a tolerance. The use of Cannabis as a 
general medicine declined because of the in- 
troduction of synthetic drugs and the hypodermic 
syringe. Since 1964, when delta-1-tetrahydrocan- 
nabinol, the active ingredient of marijuana, was 
isolated, doctors and drug companies have been 
working on varients of this moelcule so that cer- 
tain actions of cannabis may be retained for use 
as a valuable therapeutic agent. Cannabis as a 
mind altering substance came of age in India 
around 1000 B.C.,and soon became an integral 
part of the Hindu religion and culture. Cannabis 
did not appear in the United States until the 20th 
century. In the mid 1930’s, marijuana was blamed 
for a crime wave in New Orleans, resulting in the 
passage of the Marijuana Tax Act. At the time of 
the congressional hearings, the legal counsel for 
the American Medical Association critized the bill 
for deterring future medical investigation and in- 
sisted that there was no evidence showing 
marijuana as a health menace. Today the younger 
generation in the United States seems more con- 
cerned with humanist ethical considerations, 
which suggest a more contemplative, less aggres- 
sive national ethos such as has existed in Eastern 
countries, fostered in part perhaps by cannabis. 


081694 Lochaya, Ellen. Author address not given 


The strange trip of Dr. Hofmann. Health News. 
47(6):12-13, 1970. 
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Lysergic acid diethylamide or LSD-25, 
discovered in 1943 accidentally by Dr. Albert 
Hofmann, is a controversial drug; it helps to ease 
both physical and mental pain, but it has also 
wrecked the lives of many young people who do 
not have the maturity or experience to cope with 
it or who are not aware of the dosage. When 
working with derivatives of a fungus extract, 
ergot, Dr. Hofmann found that LSD had the same 
hallucinogenic effect as sacred mushrooms found 
in Mexico and used by the Indians for mind ex- 
pansion. Dr. Timothy Leary and Dr. Richard Al- 
pert, Harvard professors, convinced of the drug’s 
power, began experiments in its use that involved 
many students, resulting in its experimentation by 
college students throughout the country. LSD has 
proved completely unpredictable: many people 
have had ‘bad trips‘ and never recover their men- 
tal faculties. Today, the number of people using 


LSD as an escape drug is on the decrease because 
of fear of its results. 


082063 Bruyn, Henry B. Student Health Service, 
University of California, Berkeley, California 
94720 Marijuana: Mary Jane faces the identity cri- 
sis or, three blind men study the elephant. Journal 
of the American College Health Association. 
18(5):323-324, 1970. 

There is little biochemical or pharmacological 
information available on marijuana. Cannabis has 
been ingested, inhaled or injected by humans for 
over 2000 years to obtain its hallucinogenic and 
mind altering effects. The active ingredient is 
found in the resin, which is referred to as hashish 
and contains cannabidiol, cannabinol, and several 
tetrahydrocannabinols (THC). The degree of mind 
altering depends on the concentration of THC in- 
duced. The concentration of resin and THC is de- 
pendent on the climate it is grown in, the care it 
receives and the sex and part of the plant used. 
The psychological effects of acute marijuana in- 
toxication have been reported to include euphoria, 
excitement, disturbed association, changes in the 
appreciation of time and space, raised auditory 
sensitivity with elaboration of simple phrases or 
tunes, fixed ideas, emotional upheaval, illusions, 
and hallucinations; also, reports of acute psycho- 
sis have been noted in Vietnam. Most users in the 
modern middle class have little knowledge about 
what to expect from high quality hemp. Most 
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marijuana sold in this country is of poor quality. 
Clearly, little is known on the chemical, 
psychological and pharmacological levels about 
marijuana; until it can be clearly defined and 
delineated, marijuana must be assumed to pose a 
serious hazard. 5 references. 


083415 Wenger, Julius; Einstein, Stanley. Emory 
University School of Medicine, Atlanta, Georgia 
30329 The use and misuse of aspirin: a contempo- 
rary problem. International Journal of the Addic- 
tions. 5(4):757-775, 1970. 

A review is made of the contemporary problem 
of use and misuse of aspirin. Pharmacology of 
aspirin is explained including use of aspirin for 
pain, to lower body temperature and to act on in- 
flamed tissues. Aspirin is misused due to public’s 
lack of understanding of its value and due to its 
availability. Toxicity of aspirin is surveyed as it 
effects the brain, stomach, blood clotting and 
anemia, kidney, childhood poisoning. The clinical 
syndrome of analgesic abuse is characterized as 
having psychiatric disturbances with emotional in- 
stability, anxiety, depression, habituation to other 
drugs and alcohol and high incidence of peptic 
ulcer. To counteract abuse and misuse of aspirin, 
the public should be educated on proper use and 
dosage of aspirin. 39 references. 


085613 Fastier, F. N. Department of Pharmacolo- 
gy, University of Otago Medical School, Otago, 
New Zealand Pharmacological aspects of drug 
abuse. New Zealand Medical Journal (Dunedin). 
72(457):400-402, 1970. 

The pharmacological aspects of drug abuse are 
considered. The irresponsible actions of a minori- 
ty cause most of the problem which appears to be 
more of a psychiatric than a pharmacological 
problem. Prejudiced views and confusion about 
the meaning of terms connected with drug usage 
contribute problems in the formation of public 
opinion. Changing concepts in drug use, misuse 
and abuse are discussed. The history of drug 
abuse is reviewed briefly, through alcohol, opium, 
morphine and morphine like drugs, cocaine, 
mescaline, the amphetamines, and the hallu- 
cinogens -- as lysergic acid diethylamide and can- 
nabis. The use of the latter for nonmedical 
reasons has made it even more difficult to 
describe the phenomenon of drug abuse in phar- 
macological terms. Legislation relating to drugs is 
discussed, with special attention to that concern- 
ing marijuana. The need for sound knowledge of 
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the pharmacological properties of drugs, on which 
to base regulations governing use, is emphasized. 
1 reference. 


086202 Baudis, P. Psychiatricka klinika lekarske 
fakulty KU, Plizen, Czechoslovakia /Classification 
of psychotropic / Klasifikace psychofarmak. 
Prakticky Lekar (Praha). 50(16-17):603-605, 1970. 

Psychotropic drugs are classified by chemical, 
pharmacological and clinical criteria. There is no 
uniform terminology of psychotropic drugs. The 
most frequently used synonyms are  an- 
tipsychotics, ataractics, neuroplegics, 
psychoplegics, psychostatics, psycholeptics, gan- 
glioplegics and bioplegics for neuroleptics, anx- 
iolytic sedatives, antiphobics, minor tranquilizers 
for anxiolytics, psychotonics for psychostimulants 
and psycholytics, hallucinogens, psychomimetics, 
delirogens, psychotonics, phantastics and eidetics 
for psychodysleptics. The 4 major classes of 
psychodrugs are neuroleptics, anxiolytics, an- 
tidepressives and psychostimulants. Pharmacology 
uses experimental methods (behavioral, elec- 
trophysiological and biochemical) for the purpose 
of classifying psychodrugs. Clinical classification 
is based on the psychotropic effect of a drug on 
psychopathological symptoms. Many classification 
systems have been proposed; the WHO distin- 
guishes between neuroleptics, anxiolytics, an- 
tidepressives, psychostimulants and 
psychodysleptics. 


086206 Votava, Z. Farmakologicky ustav lekarske 
fakulty hygienicke KU, Plzen, Czechoslovakia /The 
mechanism and site of drug effect./ Mechanismus a 
misto pusobeni psychofarmak. Prakticky Lekar 
(Praha). 50(16-17):606-607, 1970. 

Psychotropic drugs act primarily on subcortical 
areas of the brain where limbic areas regulate 
emotions and reticular areas wakefulness. 
Psychotropic drugs have a direct effect on the in- 
teraction of mediators (especially of 
acetylcholine, noradrenaline and dopamine) with 
receptors and an indirect effect on mediator 
metabolism. Hypnotics act on the cortex, the 
highest coordinating area, thus reducing the ac- 
tivity of thought processes. Stimulants (caffeine) 
and sympathomimetics (amphetamine) in contrast 
stimulate thought processes. Neuroleptics 
(chloropromazine) act on the limbic system and 
the hypothalamus and indirectly on the reticular 
activating system. Phenothiazines act by an- 
tagonizing the noradrenaline of receptors of the 
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limbal system and the hypothalamus. Tricylcic an- 
tidepressants or thymoleptics potentiate the cen- 
tral adrenergic tonus according to one school of 
thought, or act as central anticholinergics accord- 
ing to another. Antidepressants inhibit 
monoaminooxidase activity, ataractics interfere 
with polysynaptic neural transfer, lithium inter- 
venes with ion exchange in neural membranes and 
central sympathomimetics (amphetamine) act on 
receptors of adrenergic structures in the CNS. 


086207 Plzak, M. Psychiatricka klinika fakulty 
veseobecneho lekarstvi KU, Prague, Czechoslovakia 
/Antidepressive pharmacotherapy./ Antidepresivni 
farmakoterapie. Prakticky Lekar (Praha). 50(16- 
17):610-611, 1970. 

From a nosological viewpoint, psychotherapy 
with mild chemotherapeutic sedation is the prin- 
cipal therapy of psychogenic depressions. 
Therapy proceeds fastest with a small or medium 
dose of an antidepressant with a minimum of 
side-effects (75 to 150 mg/day Prothiaden). In en- 
dogenic depressions chemotherapy is the basic 
therapy. In symptomatic depressions the main 
concern is with the underlying disease. Tofranil is 
indicated in syndromes of classical adynamic 
depression without anxiety. Depressive syn- 
dromes accompanied by anxiety are treated by a 
combination of an antidepressant with an anx- 
iolytic. Paranoid depressive syndromes are treated 
by a combination of an antidepressant with a neu- 
roleptic. The dose of the antidepressant will de- 
pend on the intensity of the depression. For the 
last 10 years imipramine has been the most effec- 
tive antidepressant, followed by amitriptyline, 
nortriptyline, prothiadene and Nuredal ‘Egyt’. 


086208 Vinar, O.; Vojtechovsky, M. Vyzkumny 
ustay psychiatricky, Prague, Czechoslovakia 
/Anxiolytics in the practice of a district physician./ 
Anxiolytika v praxi obvodniho lekare. Prakticky 
Lekar (Praha). 50(16-17):612-615, 1970. 
Anxiolytics are most useful in patients with 
pathological fear and psychic tension, feelings 
most often accompanying human failure and dis- 
appointment. It is not always easy to differentiate 
where healthy fear and disillusion ends and neu- 
rotic anxiety begins, and it is questionable 
whether the sick are those who seek out a physi- 
cian and the healthy those who do not. If the 
cause of the anxiety is somaticdisease (like angina 
pectoris) then the underlying disease must be 
treated preferentially. The same treatment applied 
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for psychogenic anxiety; however, causal 
psychotherapy must be applied first. The anx- 
iolytics of choice in Czechoslovakia are guaiacol 
glycerin ether (Guajacuran Spofa) with a very 
wide indication, benactyzine used in cases where 
anxiety is combined with psychasthenia, and 
meprobamate. In cases where these drugs do not 
bring relief dibenzodiazepine derivatives be used, 
may especially in cases where anxiety has 
focussed on definite objects and is not diffuse. 
The most widely used are Librium, Timosin and 
Radepur. 17 references. 


086209 Navratil, K. Spofa, spojene podniky pro 
zdravotnickou vyrobu, Prague, Czechoslovakia 
/Oxazepam Spofa, a new Czechoslovak therapeu- 
tic./ Oxazepam Spofa, nove ceskoslovenske terapeu- 
tikum. Prakticky Lekar (Praha). 50(16-17):647-649, 
1970. 

Benzodiazepines inhibit aggression in laboratory 
animals without affecting motor coordination and 
have a muscle relaxing and anticonvulsive effect. 
They act as anxiolytics in humans and have a 
beneficial effect on some behavioral defects. Ox- 
azepam is 40 times less toxic than diazepam. It 
antagonizes the effects of both adrenaline and 
noradrenaline and suppresses true anxiety. It does 
not reduce alertness and causes no EEG changes. 
Oxazepam is indicated in neuroses with vegetative 
symptomatology where it normalizes vegetative 
disturbances like palpitation, tachycardia, gas- 
trointestinal defects etc. Side-effects are rare 
(drowsiness, syncope). It is counterindicated in al- 
cohol and barbiturate intoxication and in 


myasthenia gravis. It has no teratogenic effect. 22 
references. 


086452 Pelicier, Y. Universite de Rouen, Rouen, 
France /Pulsional economy and chemotherapy./ 
Economie pulsionnelle et chimiotherapie. Laval 
Medical (Quebec). 41(6):789-795, 1970. 
Psychiatrists are urged to exercise judgment in 
using drugs, to assure that the therapeutic applica- 
tion relates to the theoretical explanation; difficul- 
ties arising from defining and translating biologi- 
cal concepts into psychological concepts are 
discussed. There are 2 dangers related to the use 
of psychotropic drugs: 1) excessive skepticism, 
and 2) excessive confidence. Drugs may constrain 
a patient, inducing states approaching sleep and 
disturbed electroencephalogram; or they may 
regulate activity permitting emotional control, cor- 
rect interpretation of sensorial information, ease 
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cognitive processes, and facilitate choice and 
decision making. Disorders related to depression 
may be treated effectively with levomepromazine 
thymoleptic, or iminodibenzyl alone or in com- 
bination to abolish moral pain, tame instincts, and 
restore the vital appetite. In crisis responses, such 
as those relating to a traumatic situation, frustra- 
tion, or intrapsychic conflicts, therapeutic failures 
are frequent, but propericiazine is sometimes ef- 
fective. 


086453 Jenner, F. A. University Department of 
Psychiatry, Middlewood Hospital, P. O. Box 134, 
Sheffield S6 1TP, England Pericyazine in clinical 
practice. Laval Medical (Quebec). 41(6):796-804, 
1970. 

A review of the early clinical studies made on 
pericyazine, one of the phenothiazines, is 
presented. Although there are studies that find 
pericyazine to be of little value, the bulk of the 
literature concerned with its efficacy indicates 
that it helps in the aggressive, explosive, and dif- 
ficult patient. The phenothiazines, including per- 
icyazine, have been found to be effective in treat- 
ment of schizophrenia. In treatment of anxiety 
10% of the amount of pericyazine may be used 
compared to sodium amylobarbitone. Other stu- 
dies find pericyazine, which appears to work at 
the emotional level, effective in the treatment of 
psychomotor symptoms of excitation and agita- 
tion, pruritus of psychogenic origin, pain of neu- 
rological origin, peptic ulcers, and gastritis. There 
is evidence that the drug is not a dangerous agent 
and can safely be used in the very young and 
very old. 28 references. 


086788 Civic Anti-Alcohol Committee; Nasilowski, 
Wladyslaw. Author address not given /The effect of 
medications on alcohol metabolism./ Wplyw lekow 
na przemiane alkoholu. In: Nasilowski, W., Al- 
kohol a odpowiedzialnosc kierowcy. Warsaw, Civic 
Anti-Alcohol Committee, 1970. 87 p. (p. 32-36). 
Drugs for sobering up alcoholics, such as 
Promill-Ex and Almi, are ineffective. Antabuse 
and temposil arrest alcohol metabolism at the 
acetic aldehyde level. Antabuse provokes a 
histamine reaction; certain barbiturates coupled 
with alcohol are more toxic. Fenacetyn, hydrax- 
yd, diabetol, pyramidon and other medications of 
this group when used in conjunction with alcohol 
have serious toxic effects, including circulatory 
and respiratory disturbances. Tranquilizers and 
other psychotropic drugs have a similar effect. 
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The following drugs with even a small quantity of 
alcohol also produce toxicity: meprobamate, 
elenium, fenaktyl, thioridazine, psychedrinum, 
and fenmetrazine. Even aspirin and other pain 
killing drugs in conjunction with alcohol are 
hazardous. Psychotropic and sleep inducing drugs 
tend to enhance the effect of alcohol. 


086844 Civic Anti-Alcohol Committee; Majdecki, 
Tadeusz. Author address not given /The effect of 
medication on the effect of alcohol./ Wplyw lekow 
na dzialanie alkoholu. In: Majdecki, T., Alkohol a 
komunikacja. Warsaw, Civic Anti-Alcohol Commit- 
tee, 1970. 107 p. (p.27-37). 

The widespread use of drugs makes a study of 
the reciprocal effect of these drugs and alcohol 
mandatory. Sleeping pills, psychotropic drugs, 
and antihistamines limit capacity to drive not only 
as a direct effect, but also in their interaction with 
alcohol. This effect is most intense at the 
beginning of the effectiveness of the drugs; there- 
fore, use of these drugs in occasional single doses 
with alcohol, even in small quantities, is extreme- 
ly dangerous. The medications have no effect on 
the alcohol level in the blood. It is important to 
remember also that the small quantities of carbon 
monoxide in engine exhaust combined with al- 
cohol even in small quantities may impede driving 
efficiency seriously. The following drugs react 
with alcohol in a manner similar to the effect of 
Antabuse: chlorpromazine, reserpine, meproba- 
mate, phenaglycodol and imipramine. 


086877 Gaston, Alberto. Author address not given 
/Psychopharmacology today. Orientations in the 
treatment of schizophrenia./ Psicofarmacologia 
oggi. Orientazioni nella terapia della schizofrenia./ 
Rivista di Psichiatria (Roma). 5(4):285-288, 1970. 

The drug treatment of schizophrenia, as applied 
today, induces passivity of the patient and ena- 
bles the psychiatrist to use psychotherapy. The 
purpose of maintenance drug therapy is to avoid 
the relapse of the psychotic phenomena. Accord- 
ing to this particular therapeutic method, the 
pathological condition of the patient is suppressed 
and the patient is left unprepared to face society. 
Dynamic association of psychopharmacology with 
sociotherapy and group psychotherapy is ad- 
vocated for the full rehabilitation of the 
schizophrenic patient. 


087066 Glatzel, J. Zentrum fur neu- 
ropsychiatrische Medizin, Universitat Ulm, 7981 
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Weissenau, Ulm, Germany /Possibilities and limita- 


tions of depot neuroleptic treatment of 
schizophrenic psychoses./ Moglichkeiten und 
Grenzen depotneuroleptischer Therapie 


schizophrener Psychosen. Therapie der Gegenwart 
(Berlin). 109(6):834-845, 1970. 

Long-term treatment with neuroleptic drugs va- 
ries in dosage level and in the intervals between 
administration. Most clinicians favor the 
parenteral administration of 6.25 to 12mg of 
fluphenazine depot preparation at intervals of 
from 14 to 28 days; this treatment should be in- 
stituted only after the tolerance has been ascer- 
tained and side-effects observed. This type of 
treatment facilitates communication and is there- 
fore conducive to psychotherapy in earlier stages 
of the disease than with short-term treatment. 
However, long-term therapy in patients who are 
labile and whose psychotic symptoms are very 
marked is not advisable since the dosage cannot 
be as well controlled as with short-term therapy. 
Pimozide is a preparation that can be applied to 
such cases; a butyrophenone derivative which can 
be administered orally once a day and which is ef- 
fective over a 24 hour period. This treatment is 
particularly advocated in schizophrenic patients 
immediately following the psychotic phase. 
Furthermore, both preparations (fluphenazine and 


pimozide) may be used so as to supplement each 
other. 16 references. 


088998 Vallade, L. Author address not given 
/Advantages and indications for Moditen-retard./ 
Avantages et indications du Moditen-retard. En- 
cephale (Paris). 70 Supp!.:10-13, 1970. 

Injectable Moditen-retard is a rapidly acting, 
long acting drug. It is an economical drug which 
may be injected in a dose equivalent to the daily 
oral dosage of Moditen but which continues to act 
for 15 days. This is particularly advantageous for 
patients who resist treatment, and for those who 
tend to decrease their dose in time. It is also ad- 
vantageous for patients who prefer a bimonthly 
injection to the daily ingestion of pills, and for 
those who exhibit digestive intolerance to oral 
medication. Unfortunately, supplementary treat- 
ment for the suppression of side-effects must be 
administered along with these maintenance doses. 
Moditen-retard medication is indicated for chronic 
psychoses (after the patient has been started on 
oral Moditen), nondissociative chronic psychoses, 
and chronic mania. It is rarely used in acute 
psychoses, and contraindicated for use in 


553 


17 
089040 


melancholia and neuroses. It is recommended for 
use in some behavioral and character disorders. 


089000 Lambert, P. A.; Marcou, G. Author ad- 
dress not given /Fluphenazine enanthate in the 
treatment of the  post-hospitalized patient./ 
L’oenanthate de fluphenazine en traitement post- 
hospitalier. Encephale (Paris). 70 Suppl.:26-32, 
1970. 

Among the advantages of treatment with the 
‘neuroleptic-retard‘ types of drugs, are included: 
the therapeutic action, the doses administered, 
and the response of the patients to treatment or to 
the application for repeated treatment. The 
preparation of the patient for long-term treatment 
after leaving the hospital is described. Before 
starting on enanthate treatment, it is advisable to 
administer the classic neuroleptics (fluphenazine 
or phenothiazine derivatives) to rule out any un- 
toward susceptibility to the drug. It is also impor- 
tant to begin treatment on a well stabilized patient 
and not one that is merely improving. The dose 
level must be judged on a number of criteria in- 
cluding the presence of asthenia, age, and 
dyskinesia. Antiparkinson drugs do not always 
need to be administered simultaneously in the 
post-hospital period, depending on the ex- 
trapyramidal symptoms, and other side-effects are 
also treated individually as they are observed. The 
advantage of the enanthate treatment is that the 
patient is seen at the time of each injection and 
can therefore be controlled more easily. 


089040 Boerner, D.; Jovanovic, U. J. Institut fur 
Pharmakologie und Toxikologie der Universitat, 2 
Koellikerstrasse, D-8700 Wurzburg, Germany 
/Measurement of the distribution of hypnotics and 
cerebral function in acute intoxications by pH./ 
Verteilung von Schiafmitteln und Hirnfunktion in 
Abhangigkeit vom pH bei akuten Vergiftungen. 
Archiv fur Pharmakologie (Berlin). 266(4/5):299, 
1970. 

Increasing the dissociation of a weak acid hyp- 
notic by alkalization of the extracellular compart- 
ment results in the outflow of this acid from the 
intracellular to the extracellular compartment 
since the intracellular pH remains constant over a 
wide range. It was shown in dogs with phenobar- 
bital poisoning that infusion of bicarbonate led to 
a rise in phenobarbital in plasma, concurrent with 
a fall in that of the cerebrospinal fluid. A highly 
significant correlation between changes in 
phenobarbital and pH was demonstrated. In these 
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toxic animals alkalization also resulted in a rapid 
and marked improvement in brain function as 
shown by EEG patterns. It isconcluded that in the 
treatment of poisoning with hypnotics having a 
pKa value favorable to this action, combined al- 
kalization and forced diuresis are indicated. 


089044 Hapke, H. J. Institut fur Pharmakologie, 
Toxikologie und Pharmazie der Tierarztlichen 
Hochschule Hannover, 15 Bischofsholer Damm, D- 
3000 Hanover, Germany /Indications of central 
nervous effects of small amounts of mercury in 
rats./ Hinweise auf zentralnervose Wirkungen ger- 
inger Quecksilberdosen bei Ratten. Archiv fur 
Pharmakologie (Berlin). 266(4/5):348-349, 1970. 

Chronic intoxication with mercury leads causes 
psychiatric changes which can be quite specific. 
Studies in rats and mice demonstrated that 
4.4mg% Hg as HgCl2 in drinking water, and 
0.55Smg% as 2-methoxyethylmercury _ silicate 
(Ceresan) in food led to behavioral changes. Com- 
pared with controls, these animals gave birth to 
normal offspring but mothers did not rear the off- 
spring to maturity. The newborn were often un- 
cared for and nibbled. In mice, the F1 generation 
was achieved and no other toxic manifestations 
were seen at these dosage levels. Marked impair- 
ment in maze learning ability was seen in rats 
when dosages were increased to 6mg% HgCl2 and 
3.5mg% 2-methoxyethylmercury silicate. How- 
ever, increasing the dosages after maze learning 
had been achieved did not affect the learned 
procedures. 3 references. 


089054 Tetreault, Leon; Bordeleau, Jean-Marc. 
Hopital Saint-Jean-de-Dieu, Montreal, Canada 
/The usefulness of placebo and the double blind 
technique in the evaluation of psychotropic drugs./ 
De l’utilite du placebo et de la technique a double 
insu dans |’evaluation des psychotropes. Encephale 
(Paris). 59(1):5-24, 1970. 

The use of placebos in comparative studies is 
discussed. Reasons for their use are: the control 
for factors of suggestibility either to the patient or 
the investigator, transference and countertrans- 
ference, the natural development of the illness 
and for the validity of the experimental methods 
used. Under certain conditions the use of placebo 
is unnecessary and at times superfluous. These 
conditions include: the end of the first phase of a 
study on the toxic effects of a substance when in- 
vestigating biological effects in humans; in a pilot 
study to determine the dosage level; in the study 
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of the effects of a well known medication for the 
treatment of a disease whose course is well 
established (e.g. insulin for hyperglycemic coma); 
in the comparison of a new drug which is con- 
sidered to be more efficaceous than an 
established drug; and in investigations where the 
psychological effects need not be considered. In 
some cases placebos are useful, if not absolutely 
necessary (e.g. to demonstrate the therapeutic ef- 
fects of a new drug; to follow the natural course 
of a disease which is not well known; its use in 
the evaluation of the ‘wash out periods‘ of medi- 
cation; in the study of a combination of drugs; 
and when the patient does not respond to neuv- 
roleptic treatment). The use of placebo as a 
research instrument is discussed. 11 references. 


089102 Till, E.; Vuckovic, S. Neuropsychiatrische 
Universitatsklinik Novi Sad, Novi Sad, Yugoslavia 
/Influence of thymoleptic therapy on the course of 
endogenous depressions./ Uber den Einfluss der 
thymoleptischen Behandlung auf den Verlauf en- 
dogener Depressionen. (International Phar- 
macopsychiatry (Basel). 4(3-4):210-219, 1970. 

In a group of 87 patients with endogenous 
depression, the influence of thymoleptic therapy 
on the course of illness was investigated. Statisti- 
cal analysis showed a significant increase of 
chronic tendencies from the beginning of 
thymoleptic therapy. Chronic tendencies appeared 
regardless of age and independently of the dura- 
tion of illness before the introduction of 
thymoleptics. Depressive psychoses, which were 
formerly treated in a classic way, showed after 
thymoleptic intervention, a metamorphosis of the 
phases of the illness with different forms of 
chronicity. Patients who were treated from the 
onset of illness with thymoleptics showed similar 
chronic tendencies in nearly identical proportions. 
Thus, the majority of these psychoses do not all 
progress in the classic way of changing phases 
and intervals. 9 references. (author abstract 
modified) 


089107 Arnold, O. H. Neuropsychiatric Clinic, 
University of Vienna, Vienna, Austria The use and 
abuse of ts. International Phar- 
macopsychiatry (Basel). 4(3-4):171-176, 1970. 

The relationship between possible abuse of 
tricyclic antidepressants and patient and physician 
is studied. Antidepressive medication should be 
used within a general plan of treatment only 
together with a precise diagnosis of the level of 
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symptoms, syndromes and nosological entities; in 
view of psychodynamic and social aspects; and 
with special reference to outpatient or inside 
treatment. With full dosage, therapy should be ap- 
plied immediately. The drug should be chosen 
precisely, with no uncontrolled changes of drug, 
and no contradictory drug combinations. Medica- 
tion should be planned and limited with step by 
step decreased dosage. There should be skilled 
balance between transference phenomena and 
controlled distance. Correct and precisely in- 
dicated ECT helps to save dosage, lengths of 
therapy and takes care of complications. 6 
references. (author abstract modified) 


089109 Brun, O. FMH Psych., Hallwilerweg 7, 
6000 Lucerne, Switzerland /Use of the drug Lu- 
vatrene for the treatment of outpatients./ Utilisation 
du neuroleptique Luvatrene chez les malades am- 
bulatoires. International Pharmacopsychiatry 
(Basel). 4(3-4):154-160, 1970. 

Based on personal experience, Luvatrene is 
considered a useful drug for the treatment of sub- 
acute cases of paranoic schizophrenia. Due to its 
practical lack of sedative effect Luvatrene 
facilitates the rehabilitation of the patient and 
professional activity. Besides use in schizophrenia 
Luvatrene is also effective in other psychic 
disturbances, such as character changes in 
epilepsy and alcoholism, and further in affective 
disturbances and behavioral disturbances in chil- 
dren. Luvatrene is a useful drug both in the clinic 
and for outpatients. Its indications appear to be 
more numerous and varied than was previously 
assumed. 22 references. (author abstract) 


089162 Ropert, R. Hopital psychiatrique de 
Vaucluse, 91 - Epinay-sur-Orge /The use of two 
combinations of drugs with mixed action, an- 
tidepressive and tranquilizing (amitryptiline + 
perphenazine) in general and in psychosomatic 
medicine./ Emploi en medecine generale et en 
psychosomatique de deux associations a action 
mixte, anti-depressive et tranquilisante 
(amitriptyline + perphenazine). Therapeutique 
(Paris). 46(5):527-530, 1970. 

The neuroleptics, tranquilizers and antidepres- 
sants orthymoanaleptics are the most currently 
used drugs in general and psychosomatic 
medicine. However, the choice of the specific 
psychotropic drug is not always easy for the 
physician in general practice who must diagnose 
psychopathological states with great accuracy, or, 
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in the use of antidepressants for example, to run 
the risk of anxiety causing secondary effects 
which might lead to suicide. It is for this reason 
that combinations of antidepressants and tranquil- 
izers (in variable proportions) are often 
prescribed. Two such preparations are described: 
Mutanxion (10mg of amitryptiline, 4mg 
perphenazine per tablet); and Mutaspline (25mg 
amitryptiline, 2mg perphenazine per tablet). Indi- 
cations and counterindications for the administra- 
tion of either of these preparations are based on a 
study comprising 100 observations. If the sedative 
fraction predominates (as in Mutanxion) the medi- 
cation is used in anxieties accompanied by slight 
depression; and if the antidepressive symptoms 
predominate, the use of Mutaspline is advocated 
and prescribed for depressions when accompanied 


by some anxiety, insomnia and agitation. 11 
references. 


089242 La Barre, Jean. Laboratoire de Phar- 
macodynamie, Universite de Bruxelles, Brussels, 
Belgium /Addictive properties of dextromorphan 
derivatives.| A propos des proprietes  tox- 
icomanogenes des derives du dextromorphan. 
Therapie (Paris). 25(3):565-578, 1970. 

Dextromethorphan and _ pentazocine are 
dextromorphan derivatives used respectively for 
antitussive and analgesic purposes; both are cur- 
rently considered nonaddictive. A 2 year study is 
reported which demostrates that, purported claims 
to the contrary, both these drugs possess mor- 
phine like addictive properties. This was 
established by accredited quantitative activomet- 
ric test methods using morphine addicted dogs. 
The withdrawal of morphine characteristically 
produces marked (quantifiable) hyperactivity in 
such dogs, which subsides to prewithdrawal levels 
upon readministration of morphine. It was shown 
that this ameliorative effect of morphine occurred 
when either pentazocine or dextromethorphan 
was substituted for morphine. In beagles, adminis- 
tration of either dextromethorphan or pentazocine 
in progressively increasing doses produces a 
marked degree of hyperactivity upon withdrawal 
which, as in the case of morphine addiction, im- 
mediately disappears upon readministration of 
drug. The control of sale of these drugs for 
human treatment is strongly recommended. 7 
references. 


089400 no author. author address not given FDA 
approves lithium for manic depression. Journal of 
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the American Medical Association. 212(4):558, 
1970. 

The licensing by the Food and Drug Adminis- 
tration of lithium carbonate,considered by many 
to be the most effective means of treating the 
manic phase of manic-depressive psychosis is re- 
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ported. The drug has been extensively used in 
other countries since 1949. It functions to quiet 
the manic patient without sedation or impairment 
of mental functions. Lithium carbonate treatment 
does necessitate careful monitoring of the pa- 
tient’s diet to prevent toxic effects, and is particu- 
larly harmful to those on salt free diets. 





